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failure to provide an enabling disclosure. First, the Examiner 
contends that the disclosure is not enabling because "[i]t is 
not evident that the deposited biological materials mentioned in 
the claims are permanently available to the public." 

Applicant encloses herewith copies of the December 13, 
1991 Declaration of James F. Haley, Jr. (Exhibit A) and the June 
3, 1994 Supplemental Declaration of James F. Haley, Jr. (Exhibit 
B) . Those declarations demonstrate that applicant has converted 
the microorganisms referred to as G-pBR322 (Pst) /HFIF3 (DSM 
1791), G-pBR322 (Pst) /HFIF6 (DSM 1792), and G-pBR322 (Pst) /HFIF7 
(DSM 1793) to deposits under the Budapest Treaty, and has 
averred that the deposits will be maintained for the enforceable 
life of the patent and that all restrictions on availability to 
the public will be irrevocably removed upon granting of the 
patent . 

Microorganism G-pBR322 (Pst) /HFIF1, which was not 
deposited, harbors a plasmid encoding the HFIF1 (IFN-B) DNA 
insert. As shown in Fig. 5, the HFIF1 DNA insert is a 680 base 
pair subset of the larger HFIF3, HFIF6 and HFIF7 DNA inserts, 
each of which is carried on a plasmid in one of the micro- 
organisms deposited under the provisions of the Budapest Treaty 
and referred to in the declarations of James F. Haley, Jr. 
Because the HFIF1 insert may be derived directly from any one of 
the three plasmids harbored by deposited microorganisms, a G- 
pBR322(Pst)/ HFIF1 microorganism deposit is not essential to 
enable one of skill in the art to produce the claimed HFIF1 DNA 
insert using the information disclosed in the specification as 
filed. 

Second, the Examiner contends that the disclosure is 
non-enabling because it fails to teach "what amounts of human 
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IFN-B1 may or may not be effective in a therapeutic method of 

tumor treatment in humans." Applicant respectfully traverses. 

First, the application as filed teaches an appropriate 

starting concentration range from which the skilled practitioner 

(i.e., physician or oncologist) can empirically determine an 

optimized treatment program on an individual basis. The 

specification states: 

[i]nterferon therapy against ... tumors or cancers has 
been conducted at varying dosage regimes and under 
several modes of administration.... It is usually 
administered one to three times daily in dosages of 
10 4 to 10 7 units.... [T]umors and cancers are usually 
treated by daily or multiple daily doses over several 
months or years. The most effective therapy for a 
given patient must of course be determined by the 
attending physician, who will consider such well known 
factors as the course of the disease, previous therapy 
and the patient's response to interferon in selecting 
a mode of administration and a dosage regime. 

Specification, page 4, lines 11-30. 

Second, several studies published before the effective 

filing date of this application used native human IFN-B to treat 

tumor cells in culture or tumors in vivo . For example, Einhorn 

and Strander, J. Gen. Virol. . 35, pp. 573-77 (1977) (copy 

enclosed as Exhibit C) (referred to at specification page 5, 

lines 18-22) , showed that purified native IFN-8 inhibited 

osteosarcoma cell growth in vitro at concentrations of 10 and 

100 units/ml (p. 574). Horoszewicz et al., Cancer T reat. Rep. . 

62, pp. 1899-1906 (1978) (copy enclosed as Exhibit D) , showed 

that purified native IFN-6 injected directly into human 

metastatic lesions (malignant melanomas of about 5 mm diameter) 

at a concentration of 5 x 10 5 units (U) per day for 14 days was 

extremely effective in reducing tumor size and eliminating tumor 

cells (p. 1902). Nemoto et al., Amer. Assoc. For Cancer Res. . 

Abs. No. 993, p. 246 (1979) (copy enclosed as Exhibit E) 

(referred to at specification page 6, line 35 - page 7, line 1) , 

reported that daily injections for 30 consecutive days of 0.5 or 



1.0 x 10 6 U of purified native IFN-B into subcutaneous nodules 
of melanoma and breast carcinoma patients (3 patients each) 
resulted in strong local tumor regression in all but one 
melanoma patient. 

The relative concentrations of purified native IFN-B 
reported to be effective in inhibiting human tumor cell growth 
in publications such as those referred to above could be used in 
combination with applicant's disclosure by the skilled 
practitioner as a guide for determining an appropriate 
recombinant IFN-B dosage schedule for a particular tumor type in 
a particular patient. Accordingly, the application as filed, in 
view of the state of the art at the effective filing date, would 
have enabled one of skill in the art to initiate a therapeutic 
anti-tumor treatment program using the method recited in 
applicant's claims. 

For all of these reasons, applicant respectfully 
requests that the Section 112, first paragraph, rejections be 
withdrawn . 

THE REJECTION UNDE R 35 D.S.C. S 112. SECOND PARAGRAPH 

The Examiner contends that claims 31 and 32 are 
indefinite and vague for reciting the phrase "substantially free 
of other proteins with which it is normally associated" in the 
absence of disclosure about which proteins IFN-B normally 
associates with. Applicant has cancelled claim 32 and has 
deleted the phrase "substantially free of other proteins with 
which it is normally associated" from amended claim 31, thus 
obviating this rejection. 

The Examiner also objects to the phrases 
"characterized by" and "characterized in that," recited in claims 
31 and 32, respectively. Those phrases have been deleted from 
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applicant's amended claims. Claim 32 has been cancelled and 
amended claim 31 recites "a recombinant DNA molecule comprising 
a DNA sequence . " 

Applicant's amended claims are no longer indefinite 
and, accordingly, applicant requests that the Section 112, 
second paragraph, rejections be withdrawn. 

THE REJECTIONS UNDER 35 C.S.C. S 103 

A. The Taniguchi /Roberta /Borden Combination 

The Examiner has rejected claims 31, 33 and 34 under 
35 U.S.C. § 103 as "unpatentable" over Taniguchi et al. , Gene, 
10, pp. 11-15 (1980) (" Taniguchi ") in view of Roberts, Proc. 
Natl. Acad. Sci . USA r 76, pp. 5596-600 (1979) ('Roberts") and 
further in view of Borden et al., Annals of Internal Med. f 91, 
pp. 472-79 (1979) (" Borden ") . The Examiner contends that it 
would have been obvious for one of skill in the art at the time 
the invention was made to express the human IFN-B1 gene of 
Taniouchi using methods disclosed in Roberts to produce large 
amounts of IFN-B1 for anti-tumor therapy as suggested by Borden . 
Applicant traverses this rejection based on the specific facts 
of this case as well as the law, as described in detail below. 

The success of the Examiner's rejection requires 
first, that the combination of Taniguchi and Roberts be proper, 
and second, that the combination disclose or suggest the human 
IFN-B polypeptide recited in applicant's amended claims. 
Neither one of these requirements is met here. 

l. The Combination Of Taniguchi And Roberts Is Improper 

There is no basis for the Examiner's combination of 
Taniguchi and Roberts . Neither document teaches or suggests the 
combination: Taniguchi says nothing about expression and 



Roberts says nothing about expressing an interferon, much less 
human IFN-6. Neither suggests resolving the difference between 
the prior art and the claimed invention. Tn re Vaeck. 947 F.2d 
488 (Fed.Cir. 1991) (reversing obviousness determination because 
"the prior art in this case offers no suggestion, explicit or 
implicit, of the substitution that is the difference between the 
claimed invention and the prior art.") 

In addition, the Examiner has presented no evidence 
supporting his purported combination. Ex part e Levenoood. 28 
USPQ2d 1300, 1301 (Bd. Pat . App . Intf . 1993) ("it is necessary for 
the examiner to present evidence . . . that one having ordinary 
skill in the art would have been led to combine the relevant 
teachings of the applied references in the proposed manner to 
arrive at the claimed invention.") The only evidence here is 
to the opposite — the ordinarily skilled artisan at the 
effective filing date of this application would not have made 
the Taniguchi /Roberts combination. 

First, the IFN-6 gene of Taniguchi was a "copy DNA" 
(cDNA) on a bacterial plasmid (pBR322) unlinked to any plasmid 
expression control sequences. Because cDNA is enzymatically 
copied messenger RNA (mRNA) , which starts downstream from the 
major expression control sequences of the gene (e.g., promoter 
and enhancer elements) , the human IFN-6 cDNA of Taniguchi was 
also not linked to any endogenous expression control sequences. 
The Examiner does not disagree that expression or even 
capability for expression was missing from Taniguchi . Instead, 
the Examiner contends that it would have been obvious for the 
skilled practitioner to express T aniguchi ' s IFN-6 cDNA using the 
system of Roberts . This contention, however, is unwarranted for 
several reasons. 
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Roberts disclosed a bacterial plasmid in which the 

simian virus SV40 small tumor ft") antigen gene was fused 

precisely to transcription and translation control sequences of 

the E. coli las operon to create a "hybrid ribosome-binding 

site." Roberts . Abstract, lines 7-11. Bacteria transformed 

with such constructs were screened for SV40 expression products 

using antibody-containing serum from animals harboring SV40- 

induced tumors. SV40-related immunoreactive polypeptides were 

then characterized. Roberts concluded that in order to express 

the t antigen, a fairly precise juxtaposition between the ATG of 

the SV40 t gene and the lac operon Shine-Delgarno (SD) 

(translation control) sequences was required: 

"synthesis is barely detectable if the distance 
between the lac SD sequence and the ATG of t is large 
(17 base pairs).... supporting] the notion that 
formation of a hybrid ribosome-binding site bearing 
appropriately positioned SD and ATG sequences is 
essential to translation of t." 

Roberts , p. 5600, Discussion, first paragraph (emphasis added). 

Significantly (and a point that the Examiner ignores) , 
Roberts did not teach or suggest that this protocol would be 
successful for expressing any other eukaryotic gene in bacteria. 
In the words of Roberts , their experiment provided a "rational 
approach [not a solution] to the problem of obtaining expression 
of eukaryotic genes in bacteria." Roberts , p. 5600, 
Discussion, last sentence. 

Nor did Roberts teach or suggest that the human IFN-6 
cDNA of Taniguchi could be fused to the lae operon of E. coli . 
with the same distance constraints and in the same manner as the 
SV40 t gene was to successfully express a human IFN-B 
polypeptide in bacteria. 

Roberts also did not show that the SV4 0 t polypeptides 
expressed from their lac fusion constructs possessed any 
biological activity. The t polypeptides were detected based 
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only on their ability to bind to SV40-specif ic antibodies. Thus 
Roberts failed to teach or suggest that their method could be 
used to express and isolate a biologically active, SV40 t 
antigen, let alone a biologically active human IFN-8, in 
bacteria or in any other host. Yet, applicant's claims require 
that the IFN-6 be biologically active because otherwise it will 
not be useful in the claimed methods. 

In addition, the Roberts approach could not and did 
not address the specific problems inherent in the expression of 
IFN-B. For this reason, the ordinarily skilled artisan would 
not have selected the Roberts approach in attempts to express 
IFN-8. Applicant submits herewith copies of the Declaration of 

Richard L. Cate (hereinafter referred to as "Cate Decl. I ") 

(Exhibit P) , and the Supplemental Declaration of Richard L. Cate 

(hereinafter referred to as "Cate Supp. Decl. ") (Exhibit G) , 

both filed in co-pending application Serial No. 08/471,646, 
which describe the problems inherent in recombinantly expressing 
IFN-8 . Cate Supp. Decl. 26. 

Therefore, under the law and the facts, the Examiner's 
combination (even if it was proper to make, which it was not) 
fails to render the claimed invention unpatentable. "All the 
evidence on the question of obviousness must be considered." In 
re Piasecki . 745 F.2d 1468, 1471 (Fed.Cir. 1984). This includes 
the marked differences between SV40 t antigen and IFN-8. 
Because of these differences, there is simply no basis for 
selecting the Roberts approach over any other possible approach 
known in 1980. Cate Supp. Decl., f 26. 

There is also contemporaneous proof that the 
Taniguchi /Roberts combination is improper. None of the workers 
in 1980, including Dr. Ptashne, Dr. Roberts himself (who best 
knew the Roberts approach) , and Dr. Taniguchi, used the Roberts 
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approach in their attempts to express IFN-6 — they chose not to 
make the combination that the Examiner is making in hindsight 
some 15 years later. Cate Decl. S 62. Instead, they used a new 
method (i.e., that of Guarente ) . Cate Decl. 1 62. Dr. Goeddel 
also did not use the Roberts approach. Cate Decl. 62. 

This contemporaneous attitude towards the "Roberts 
approach" is powerful evidence of non-obviousness. See 
Interconne ct Planning Corp. v. Efiil, 774 F.2d 1132, 1143 
(Fed.Cir. 1985). See also Ex parte Goeddel . Appeal No. 94-2099 
(August 31, 1994) at 8 (copy enclosed as Exhibit H) (stating "we 
have attempted to place ourselves ~back in time' when the 
invention was made" ) . 

2. There waa Mo Reaso nable Expectation Of Success 

There was also no reasonable expectation of success in 
attempts to produce recombinant IFN-B in 1980 before applicant 
achieved it for the first time. 

Dr. Cate's declarations detail the expected problems 
in the recombinant production of IFN-B and explain why these 
problems did not provide the ordinarily skilled artisan with a 
reasonable expectation of success. Cate Decl. ffl 9-17, 22-35, 
39-44, 46, 52, 61, 65; Cate Supp. Decl. fj[ 3-4. To emphasize 
the point, Dr. Cate expressly stated that expression of 
recombinant IFN-B was "unpredictable." Cate Decl. 11; Cate 
Supp. Decl. f 4. 

Applicant summarizes below why there was no reasonable 
expectation of success. 

First, Roberts was a "general approach". That is 
insufficient. A general approach amounts only to an "obvious- 
to-try" situation — a standard for obviousness that has been 
repeatedly rejected. Gillette Co. v. s.c. Johnson & Son. Inc.. 



919 F.2d 720, 725 (Fed.Cir. 1990) ("An 1 obvious-to-try 
situation' exists when a general disclosure may pique the 
scientist's interest ..."). 

Further, Roberts does not solve any of the specific or 
general problems confronting one of skill in the art trying to 
express IFN-6. As described above, Roberts neither taught nor 
suggested that the specific sequence and distance constraints 
found necessary for producing SV40 t antigen polypeptides from 
lac-SV40 t gene fusions would be effective generally for 
expressing any eukaryotic gene. To the contrary, Roberts 
expressly acknowledges that heterologous gene expression was a 
"problem". See Roberts , p. 5600; Cate Decl. I 54; Cate Supp. 
Decl. I 26. 

Taniguchi (as well as other prior art) identified the 
unique properties of IFN-8. Based on these properties, the 
ordinarily skilled artisan would have expected problems in the 
recombinant production of IFN-6. These included problems with 
proteolytic degradation, bioinactivity, toxicity, and 
insolubility. Cate Supp. Decl. \\ 7-8. Specific problems due 
to IFN-6* s three cysteine (Cys) residues and extreme 
hydrophobicity were also expected. Cate Supp. Decl. US 9-23. 
There was no reasonable expectation of success in overcoming 
those problems. Cate Supp. Decl. \\ 23, 27-28. See also 
decision of the Board of Appeals and Patent Interferences, 
Goeddel v. Weissmann , Interference 101,601, Paper No. 265 
(December 15, 1995) (" Goeddel v. Weissmann Decision") (copy 
enclosed as Exhibit I) at 24-26. 

Further, in 1980 the ordinarily skilled artisan could 
not have ruled out the possibility that IFN-6 underwent post- 
translational processing during expression and secretion. This 
would have been a concern because of the discrepancy between the 
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molecular weight of IFN-8 as measured with the native 
glycosylated protein and that predicted from the sequence 
reported in Taniguchi . Cate Decl. % 22. See also Fantes, p. 
177 (Cate Supp. Decl., Exhibit 20). 

In 1980, the ordinarily skilled artisan could not have 
predicted that such post-translational processing would occur 
correctly (or at all) in a heterologous host. For this reason 
too, then, there was no reasonable expectation of success in 
attempts to produce recombinant IFN-6. This is supported by the 
Board in Ex parte Goeddel (supra) , which stated that one skilled 
in the art in 1980 would not have been able to predict whether 
non-glycosyated IFN-p (one class of applicant's non-human 
interferons) would be biologically active. As a consequence, 
they also could not predict that such interferon could be used 
in the methods of claims 31 and 33-34. 

Perhaps, the best evidence that on June 6, 1980, one 
of ordinary skill in the art would not have had a reasonable 
expectation of success using Roberts to express IFN-8 is what 
the skilled workers actually did at the time. They did not use 
the Roberts approach. Dr. Roberts and Dr. Taniguchi did not use 
the Roberts approach when they collaborated to express 
recombinant IFN-6 — after applicant. This fact is persuasive 
contemporaneous evidence that those who knew the Roberts 
approach best did not believe that it provided a reasonable 
expectation of success. See Interconnect Planning . 774 F.2d 
at 1143 (stating "[a] retrospective view of the invention is 
best gleaned from those who were there at the time") . Instead, 
they used a new method referred to in Guarente . published after 
applicant's June 6, 1980 priority date. Guarente expressly 
states that identification of expressing transf ormants using the 
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Roberts approach "may be laborious or impossible." Guarente. p. 
544; Cate Decl. J 62. 

Dr. Goeddel also subsequently expressed IFN-8. He too 
did not use the Roberts approach. Cate Decl. I 62. 

Furthermore, Dr. Taniguchi and Dr. Roberts thought 
that expression of IFN-6 was patentable. They filed a patent 
application claiming that subject matter. EP-A 0 042 246; Cate 
Decl. J 63. So did Dr. Goeddel. EP-A 0 048 970; Cate Decl. 
5 63. And, the Board has held Goeddel ' s expression of a 
subgenus of IFN-3 — microbial ly produced, mature, non- 
glycosylated IFN-p — to be patentable in September 1980 — 
three months after applicant expressed IFN-p the first time. 
See United States patent 5,460,811 ("the ~811 patent") (enclosed 
as Exhibit J) (cited in the Supplemental Information Disclosure 
Statement filed concurrently herewith) , which was allowed over 
both Roberts and Taniguchi . cited here. See also the '811 
patent, p. 1, column 2, line 26 and p. 2, column 1, lines 16-17. 

The foregoing demonstrates that there was no 
reasonable expectation of success in attempts to produce 
recombinant IFN-B at applicant's June 6, 1980 priority date. 

The Examiner's rejection is also totally inconsistent 
with two recent decisions of the Board of Appeals and Patent 
Interferences: (1) Goeddel v. Weissmann . supxa; and (2) EX parte 
Goeddel . supra. . 

Those decisions by two different panels: (1) APJs R. 
Smith, Downey and W. Smith ( Goeddel v. Weissmann ) : and (2) APJs 
Winters, W. Smith and Gron ( Ex parte Goeddel ) : specifically 
address the same issue that underlies the Examiner's Section 103 
rejection: with the DNA sequence for an interferon in hand, 
would it have been obvious to the skilled person to express that 
DNA and produce biologically active interferon in April 1980 and 
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in September 1980 (two months before and three months after 
applicant's June 6, 1980 latest priority date here). 
Resoundingly, both Boards said NO. Fundamental fairness 
requires a consistent application of that law here. 



Goeddel v. Weissmann 

This interference concerned the expression of mature 

I FN -a in April 1980. The Count was to the mature polypeptide 

itself (Decision, p. 3): 

"A polypeptide of about 165-166 amino acids comprising 
the amino acid sequence of a mature human leukocyte 
interferon microbial ly produced and unaccompanied by 
any corresponding presequence or portion thereof . " 

In April 1980, the DNA sequence encoding mature IFN-a 

was known and available (Decision, p. 18). In April 1980, the 

sequence of the mature IFN-a was also known (Decision, p. 19) . 

This art, thus, stands in the same position and provides the 

same information as Taniguchi cited here by the Examiner. 

Roberts . the second document cited by the Examiner here, was 

certainly prior art in April 1980.* Yet, the Board held that 

the expression of the polypeptide of the Count was riot enabled 

(Decision, pp. 24-32). See in particular, Decision, p. 24: 

"As is clear from the April "80 EPO application, as of 
April 1980, the ability of workers to express human 
proteins in bacteria was a very recent advance in 
molecular biology, i.e., the field was in its 
infancy" ; 

Decision, p. 31: 

"While those individual steps and techniques may have 
been known at that time, in view of the embryonic 
nature of this field and the lack of guidance in the 
specification [just like in Roberts here], it is 
difficult to find a reasonable basis to conclude that 
one would have obtained expression of the protein by 
these techniques without further guidance as to the 
direction that experimentation should take"; 



* A variety of prior art Goeddel documents that described expression 

generally and the expression mature hGH and other mature proteins stood 
in the place of Roberts in the interference (Decision, p. 21). 
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and Decision p. 32: 

"Boyer stated that "every protein had its own series 
of problems relating to expression'." 

Incredibly, the Board reached its finding of non- 

enablement notwithstanding a fact that is not present here — in 

April 1980, Weissmann had already expressed immature IFN-a in 

E. coli and shown that it was biologically active. This Board 

disregarded that fact (applicant's assignee believes 

improperly) . It held that the expression of immature interferon 

was irrelevant to the issue at hand — it was a compound outside 

of the Count (Decision, p. 32) . How much more so is the 

Roberts ' expression of a non-interf eron protein (the SV40 t 

antigen) irrelevant to the expression of IFN-3. On the basis of 

this decision alone, therefore, the Examiner should withdraw his 

Section 103 rejection. 

Ex parte Goeddel 

The second Board decision — Ex parte Goeddel — only 
confirms the inappropriateness of the Examiner's Section 103 
rejection here. The claim at issue in Ex parte Goeddel was a 
composition comprising a non-glycosylated mature human 
fibroblast interferon, i.e., IFN-P (Decision p. 2): 

"25. A composition comprising water and a 
nonglycosylated polypeptide having the amino acid sequence of a 
mature human fibroblast interferon, said nonglycosylated 
polypeptide having a total of 165 or 166 amino acids and said 
composition being free of any glycosylated human fibroblast 
interferon . " 

The cited prior art included Taniguchi (cited here) 
and the Goeddel Nature article which was relied on in Goeddel v. 
Weissmann as showing the expression of mature hGH and other 
proteins (i.e., analogous to Roberts here). The time frame was 
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even later than the June 6, 1980 priority date here. The 

Goeddel application was filed on September 25, 1980. 

Much like the rejection here, the rejection in 

Ex parte Goeddel was under Section 103 (Decision p. 6) : 

"[T]he examiner argues [in view of Taniguchi and 
Goeddel] that a person having ordinary skill would 
have been motivated to produce appellants' 
nonglycosylated polypeptide using recombinant 
expression in E. coli "because of the known benefits 
of such a procedure (greater yields, faster 
production, ability to obtain high purity)"'. 

The Board reversed (Decision, p. 8) . It held 

(Decision, p. 6) : 

"With respect to each prior art rejection, 
the examiner's position presupposes that the 
hypothetical person having ordinary skill in this 
art would have reasonably expected appellants' 
nonglycosylated polypeptide to possess biological 
activity. This is not the case". 

The same logic must apply here. Applicant's 
polypeptide is produced in a non-human host, and as such, it is 
not identical to known IFN-(5. Its biological activity, thus, is 
unpredictable . 

For all the reasons discussed above, the combination 
of Taniguchi and Roberts is both an improper one and one which 
had no expectation of success to those of skill in the art at 
the effective filing date of this invention. Accordingly, the 
portion of the Examiner's Section 103 rejection based on the 
Taniguchi/Roberts /Borden combination should be withdrawn. 

B. The Knight /Borden Combination 

The Examiner has rejected claims 32-34 under 35 U.S.C. 
§ 103 as "unpatentable" over Knight et al., Science , 207, pp. 
525-26 (1980) (" Knight ") , in view of Borden et al.. Annals of 
Internal Med. , 91, pp. 472-79 (1979) ("Bjardfin") . The Examiner 
contends that it would have been obvious for one of skill in the 
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art at the time the invention was made to isolate human IFN-61 
in the manner of Knight and to use it for anti-tumor therapy as 
suggested by Borden . Applicant has obviated this rejection by 
cancelling claim 32. Amended claims 33 and 34 depend only from 
amended claim 31. 



For these reasons, the amended claims are not obvious 
over the cited art. Accordingly, applicant requests that the 
Examiner withdraw the 103 rejections. 



CONCLUSION 

For all of the above reasons, reconsideration and 
allowance of the pending claims is requested. 



Respectfully submitted, 



James F. Haley, Jr. (Reg. No. 27,794) 

Leslie A. McDonell (Reg. No. 34,872) 
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DNA SEQUENCES , RECOMBINANT DNA MOLECULES AND 
PROCESSES FOR PRODUCING HUMAN FIBROBLAST 
I-NTERFERON-LIKE POLYPEPTIDES 

New York, New York 
December 13, 1991 



Hon. Commissioner of Patents 

and Trademarks 
Washington, D.C. 20231 

nreP-L ARAT I ON OF JAMES P. HALEY , JR. 
I, JAMES F. HALEY, JR., declare that: 

1 . I am _the attorney of record in the above- 
identified^acent application. I make this declaration to 

-^et^forth the facts related to the deposit of microorganisms 
referred to on pages 94-95 of that application and to the 
permanence, availability and replacement of those cultures. 

2. I identify the following documents that 
demonstrate the deposit of those microorganisms and the 
permanence, availability and replacement of those cultures: 

Exhibit 1 — True copies of seven Deutsche 
Sammlung von Mikroorganismen "Acknowledgement of Receipt and 
Acceptance" for cultures HFIF-A through HFIF-G (DSM 1791- 
1793 and 1851-1854). The acknowledgments confirm that these 
deposits were made on April 2, 1980 and June 5, 1980, 
respectively, under Title 37, Code of Federal Regulations, 
and the other applicable rules and regulations of the United 
States Patent and Trademark Office. 

Exhibit 2 — True copies of a February 27, 1981 
letter to me from the American Type Culture Collection and 



States Patent and Trademark Office. 

Exhibit 3 — True copies of an October 16, 1991 
letter from me to the Deutsche Sammlung von Mikroorganismen 
with enclosures including seven Deutsche Sammlung von 
Mikroorganismen applications to convert into a deposit under 
the Budapest Treaty the deposit of a microorganism already 
deposited outside the Budapest Treaty for cultures HFIF-A 
through HFIF-G (DSM 1791-1793 and 1851-1854). 

Exhibit 4 — True copies of a October 16, 1991 
letter from me from the American Type Culture Collection 
with enclosures including two requests to convert a deposit 
to meet the requirements of the Budapest Treaty for the 
cultures HFIF-H and HFIF-I (ATCC 31824 and 31825). 

Exhibit 5 — A true copy of a Budapest Treaty 
Receipt Of Request And Viability Statement from ATCC 
confirming that the deposits for cultures HFIF-H and HFIF-I 
(ATCC 31824 and 31825) have been converted to Budapest 
treaty deposits. 

Exhibit 6 -- True copies of Budapest Treaty 
Receipt Of Request And Viability Statements from Deutsche 
Sammlung von Mikroorganismen confirming that the deposits 
for cultures HFIF-A through HFIF-G (DSM 1791-1793 and 1851- 
1854) have been converted to Budapest treaty deposits. 

3. On the bases of the above- identified 
exhibits, I am informed and believe that the deposits of 
microorganisms referred to on pages 94-95 of the above- 
identified application were made, have been converted to 
deposits under the Budapest Treaty On The International 
Recognition Of The Deposit Of Microorganisms For The 
Purposes Of Patent Procedure and are being maintained under 
the applicable rules and regulations of that Treaty and of 



agrees to maintain the permanence of these deposits for the 
full enforceable term of any patent issuing from this 
application and to irrevocably remove all restrictions on 
the availability to the public of the material so deposited 
upon the granting of a patent in accordance with the 
requirements of 37 C.F.R. §§ 1.806 and 1.808. 

5. The undersigned declares further that all 
statements made herein of his own knowledge are true and 
that all statements made on information and belief are 
believed to be true; and further that these statements were 
made with the knowledge that willful false statements and 
the like so made are punishable by fine or imprisonment, or 
both, under Section 1001 of Title 18 of the United States 
Code and that such willful false statements may jeopardize 
the validity of this application or any patent iss. Ing 



thereon . 



Signed at New York, New York 
this 13'th day of December, 1991 



JXMES F. HALEY, JB.' 



I Hereby certify that this 
correspondence is being 
deposited with the U. S. 
Postal Service as First 
Class Mail in an envelope 
addressed to: Commissioner 
of Patents and Trademarks, 
Washington, D.C. 20231, on 

fl^ /<&/ 



flame of Parson Signing 
signature of^Person Signing 




o 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Samnlunq von Hikro. 
orgamsmen. 3 

Name and address Bio gen N . V . 

of depositor: 24 Handelskad 

Wi 1 1 ems ted 

Curacao, Netherland Antilles 

Identification reference of 

the microorganism used by . HFIF-A 

the depositor: HB 10 1 ( G - pBR 3 2 2 ( Ps t ) /HF I F 3) 

Taxonomic designation of Escherichia roli 

the microorganism provi- Lscnencnia coil 
ded by the depositor: 

DSM accession number of DSM 1791 
the microorganism; 

Date of receipt of the April 2, 1980 
viable microorganism: 

vmmv^TJ 0 th ! Verification reference and the taxonomic designation the depositor W 
PKdvXdeM / has not provided a scientific description of the microorganism. 

The microorganism has been sent to the DSM directly by the depositor. 

r- 1 The microorganism has been sent to the DSM on behalf of the depositor by the followino 
depository under the designation and accession number given: 

AS ^ ta ^! d by depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 7 

I | without any restrictions 

S!^£ n k£ 0 ,n : rr e "i*? 8 9 reement between the European Patent Organisation 

and the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

PO ^^nff^, the /rK di nc« P fc ent , le 2 islati °" to the agreement between the Swedish 

L_l Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

PD ncM^^v!"^ Vith rVf "? e Sif rati ? n of Relea «- to be filed by the depositor with the 

• — I DSM and the Cerroan Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 

□ and Title 35, United States Code, section 122 (35 U.S.C. 122) of the United States of 
America and b) without any restriction on availability to the public of the culture 



* — ■ ■ — - — * ww wu n ic puu xil ui uie Lure 

upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 



in accordance with the French patent law 
O ^eet C ° rdanCe " ith COnditions 83 specified by the depositor on enclosed separate 

Gottingen, April 2, 1980 



^ Place alte IXUTSCHB. SAMMLUNG VON MUCPOORGAW fea^W^^^ 

Geseflscftaft fur Bioiecnnologisclie Forschung mbH 
o GnsettacnstraSe 8 

. D-34Q0 Gottingen 



CeseMscria't l&r B>oiechnoiogische Foischung mbH, Mascheroder Weg 1. 3300 Braunschweig. Tel: (05 31) 70 08 — 1, Telei: 9 - 5 26 67 

Vc'i.!/enc!er <3ei Au(s<cMSflls: Geschatts'Qhrer: BankKomo Reg sle-'-richt: 

v -l D.t Dr. FfiedncM B.scnotl Or. Mjiu Reginj KuU GeOr L6fc0fc«e. ?■ i^- , « m!l . e . *.' hl Braunscn*e c 

Or Heimul Ze.M-a ;e< Kent; :3 76 i (BL. 7 ?'0 ■ HR& 477 



ALKnuWLLlAjLrlc.N I UT KtCUPT AND ACCEPTANCE 

The microor^ism mentioned below has been deposited with the Deutsche Sarrmlung won Mikro- 
organismen. 

Name and address Biogen N . V . 

of depositor: 24 Handelskad 

Willemsted 

Curacao, Netherland Antilles 
Identification reference of HFIF-B 

Se ae^t'orf*" USed ^ HB101(G-pBR322 (Pst)/HFIF 6) 

Taxonomic designation of 

the microorganism provi- Escherichia coli 

ded by the depositor: 

OSM accession number of D5M1792 
the microorganism; 

Date of receipt of the April 2. 1980 

viable microorganism: 

In addition to the identification reference and the taxonomic designation the depositorXrfes' 
)pXi}t/X<fe8y/ has not provided a scientific description of the microorganism. 



0 



The microorganism has been sent to the DSM directly by the depositor. 



| | The microorganism has been sent to the DSM on behalf of the depositor by the following 
— depository under the designation and accession number given: 



o 



As stated by the depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 

| | without any restrictions 

0 according to Rule 28 EPC and to the agreement between the European Patent Organisation 
and the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

m according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

Sin accordance with the "Declaration of Release" to be filed by the depositor with the 
DSM and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the United States of 
I *| America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 

fx| in accordance with the French patent law 

r~| in accordance with the conditions as specified by the depositor on enclosed separate 
1 — 1 sheet. 

Gottingen, April 2, 1980 



""DEUTSCHE SAMMLUMG VON MlKROORGANtSfct&rf- 



Place date oer Signature 

jt Biotechnologische For 
GrisebaonstraBe 8 

D-3400 Gottinpen 



Qesetechaft Itir Biotechnologische Forscnung mbH 

GhsebaonstraSe 8 



GesellschaM lOr Biotechnologische Forschung mbH, MascheroOer Weg 1, 1300 Braunschweig, Tel- (06 31) 70 08—1. Telei: 9— 5 26 67 

Vorsitzender des Au'sichtsrats: GeschaftslOhrer: Bankkonio: Registergeucht: 

Mia Dir. Dr. FneOncn Biscnoll Or. Maria Regma Kula Gebr. LobSecke. Braunschweig Amisgencru Braunschwe 

Dr Helmut Zeitlraget Konio 23 78V iBuZ 270 3C6COI MRB *77 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism nentioned below has been deposited with the Deutsche Sammlung von Hilcro- 
organismen. 

Name and address Biogen N.V. 

of depositor: o/. u , , , . 

^ 24 Hande lska d 

Willemsted 

Curacao, Netherland Antilles 

Identification reference of 

the microorganism used by HFIF -C 

the depositor: HB 10 1 ( G - pBR 3 2 2 ( P s t ) /HF I F 7) 

Taxonomic designation of 

the microorganism provi- Escherichia coli 

ded by the depositor: 

DSM accession number of DSM1793 
the microorganism; 

Date of receipt of the April 2, 1980 

viable microorganism: 

addition to the identification reference and the taxonomic designation the depositor 'Was* 
provided / has not provided a scientific description of the microorganism. 

GO The microorganism has been sent to the DSM directly by the depositor. 

| | The microorganism has been sent to the DSM on behalf of the depositor by the following 
— depository under the designation and accession number given: 



As stated by the depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 

| | without any restrictions 

m according to Rule 28 EPC and to the agreement between the European Patent Organisation 
and the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

S according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

Sin accordance with the "Declaration of Release" to be filed by the depositor with the 
DSM and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the united States of 
I I America and b) without any restriction on availability to the public of the culture 
upon granting of a united States patent wherein the deposited microorganism is part 
' of the disclosure of the invention 

PH in accordance with the French patent law y 
[~1 i n |e jj CCt>rdance ■ ith ^ conditions as specified by the depositor on enclosed separate 



Gottingen, April 2, 1980 



£ Place date OBtfTSCHE SAMMLUNG VOW MiKROORGAtft&Mkfcire 

£ der 

GeseflscHaft fur BiotecJinoiooiscfte Fomcfiung moH 
g GrisebacHstraQe 8 

D • 3400 Go t l i nyBn 

Gesellschaft lOr Biolechnologische Forschung mbH. Mascheroder Weg 1, 0300 Braunschweig. Tel.: (05 31) 70 08—1. Tele«: 9—5 26 67 

Vorsitiender des Aufsichtsrats: GeschjftslQhrer. Bankhonto: Registergerichl: 

M.n. Dir. Or. Fnednch Biscrtott Or ManaRegma Kula Gebr. LObbecke. Braunschweig Ajntsgencht Braunsch».e 

Dr. Helmut ZectuSger Konio 23 781 (Bl_Z 7 70 305 00) HRB 477 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Samnlung von Mikro- 
organismen. 

BIOGEN N.V. 

Name and address 2 4 Handelskad 

of depositor: Willemsted, 

Curacao, Netherland Antilles 

Identification reference of HFIF-D 
the microorganism used by 

the depositor: M5219 (G-pPLa-HFIF- 67-12) 

Taxonomic designation of r „„.„-„,- „„, ■ 

... ? Lschenchia coll 

the microorganism provi- 
ded by the depositor: 

DSM accession number of 

the microorganism; DbM 1851 

Date of receipt of the June 5, 1980 

viable microorganism: 

In addition to the identification reference and the taxonomic designation the depositor K&X 
#X>X$0XdI / has not provided a scientific description of the microorganism. 

The microorganism has been sent to the DSM directly by the depositor. 

| J The microorganism has been sent to the DSM on behalf of the depositor by the following 
— ' depository under the designation and accession number given: 



As stated by the depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 

| j vit.'-oul; fc.-.y restr ..cilia j 

Qacr adding to Rule 28 EPC and to the agreement between the European Patent Organisation 
and the DSM (Official Journal EPO _5 , 301-307, 197B) and/or 

□according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Office and the OSM (Svensk Patenttidning nr 12, 1979) 

Pvl in accordance with the "Declaration of Release" to be filed by the depositor with the 
I — I DSM and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 

. and Title 35, United States Code, section 122 (35 U.S.C. 122) of the United States of 

I X| America and b) without any restriction on availability to the public of the culture 

upon granting of a United States patent wherein the deposited microorganism is part 

of the disclosure of the invention 

fx I in accordance with the French patent law 

I | in accordance with the conditions as specified by the depositor on enclosed separate 
1 — 1 sheet. 

Giittingen, June 5, 1980 , CQ&AJU J 



T^e DEUTSCHE SAMMLUMQVOH M<KflOOWQA**68*^^^^^ 

0<>^«eeh*furBk3«»ehno(og»«^FonKhunBr^ 
Gnseoachstrate 6 

: UzMQSL&eiDQaa 

Gesellschaft lOr BoteclvxMoaiscrie Focschung mbH. Mascheroder Wag 1. 3300 Braunschwaig. Tel- (0531) 7008—1, Tela*: S— 52867 

Vorsitzender des Autsichtsrats: Geschaltsrohrer Bankkonla: RegiaUvgartcM: 

Min. Dir. Dr. Fnerjrlcf) BiscrtoH Dr. Maria-Rrgina Kula Get*. Lobbecke. Braunschweig AmtsgaricM Bmi— iclmiiu 

Or Helmut Zeittrager Konlo 23 7Bt (BUZ 270 305 00) HRB 477 



ACKNOWLEDGEMENT OF RECEIPT AND ACCFPTflwrr 
I^aI?is^ ^9ania!, IDenkioned bel °* has been de P° s ited with the Deutsche Samlung von micro- 
Name and address BIOGEN N.V. 
of depositor: 24 Handelskad 

Willemsted, 

Curacao, Netherland Antilles 
Identification reference of HFIF-E 
the microorganism used by _ 

the depositor: * K12oHI ( G- pPLa-HF IF -6 7- 12 ) 

Taxonomic designation of 

the microorganism provi- rr„„. ■ ■ ,. 

ded by the depositor: Escherichia coli 

OSH accession number of 

the microorganism; DSM 1852 

Date of receipt of the , ,. 

viable microorganism: June o y 1980 

xSJzJxTt!? th f iden " f i catio ? reference and the taxonomic designation the depositor*^ 
JpKdUlwK / has not provided a scientific description of the microorganism. 3i ">rTTB9 

GO The microorganism has been sent to the DSM directly by the depositor. 

□ \ he ^"oorganism has been sent to the DSM on behalf of the depositor by the followina 
depository under the designation and accession number given: 'oiaowing 

As stated by the depositor the microoganism may be rendered accessible to any third oartv 
under the following conditions: ' ullro party 

| | uit'iout any rus^ri 

m ^[h d ^^^ u rfLL^ E J l^l^l;^^ e ^: ™r»n%i €uropean Patent 

GJ 5 * a ™ between 016 Swedish 

LU dV™^!^ ^ P h f "? e n 1 r?- ati ? n ° f Release " fc ° »» f"ed by the depositor with the 
— 1 DSM a" 41 the Cerman Patent Office (at present Form P 2570) e 

in accordance with a) Title 37, Code of Federal Regulations, section 1 14 f37 CFR ] ui 
and Title 35 United States Code, section 122 (35 U.S.C. 122) of t£ united «S. of 
[3 America and b) without any restriction on availability to the public of the culture 

fX) in accordance with the French patent law 

D SeeU° r<lanCe COnditions as WiOed by the depositor, on enclosed separate 

Gottingen, June 5,1980 ^ p<V 

riace date rimr c . . 

_ . . aer Signature 

Om — schaft fur Brtechnoiogiseh* Forsohung mbH 
GriMbachatrate 8 

( D-3400G6ninoen 

Gesellscnatt for Biotechoo(o(H»che Forschung mbH. Ma*ch«foder Weg 1, 3300 Braunschweig. TeL (OS 31) 70 08-1, T.lex: 9 -5 26 87 
Vorsitzender des Aufsichtsnts: GesehaftslOhrer: Bankkonto- p 

M,n. Dir. Or. Fr.edr.ch Biseholf Dr. Marra-Regina Kula Gebr. LObticke. Braunscr,-*, 0 ^™«M fciun-chwrtr 

Or. Helmut Ze.mager Konto 23 781 (OU 270 SOS 00> HR3 ^77 ^"^^ 



o 



ACKNOWLEDGEMENT QF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Sammluna von Mikm 
organismen. ^ 

Name and address BICGEN N.V, 

or depositor.- 2 4 Handelskad 

Willemsted, 

Curacao, Netherland Antilles 

Identification reference of 

the microorganism used by HFIF F 

the depositor: (G _ p p La _HFI F-6 7-12M9 ) 

Taxonomic designation of 

the microorganism prov/i- Escherichia coli 

ded by the depositor: 

DSM accession number of ncMiQQi 
the microorganism: DSM 18 53 

Date of receipt of the June 5, 1980 

viable microorganism: 



iddition to the identification reference and the taxonomic designation the depositorXtt6* 
iIYJe* / has not provided a scientific description of the microorganism. 

© The microorganism has been sent to the DSM directly by the depositor. 

q The microorganism has been sent to the DSM on behalf of the depositor by th» followinc 
depository under the designation and accession number given: 

As stated by the depositor the microoganism may be rendered accessible to any third oartv 
under the following conditions: 7 v aLf -Y 

O without any restrictions 

q according to Rule 28 EPC and to the agreement between the European Patent Oraanisation 
V and the DSM (Official Journal EPO 5, 301-307, 1978) and/or organisation 

© according to the Swedish patent legislation and to the agreement between the Swedish 
v Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) =>»eoisn 

© o?„ acc ° rdance * itn the "Declaration of Release" to be filed by the depositor with the 
w DSM and the German Patent Office (at present Form P 2570) P°sicor wicn we 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37 CFR 1 14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the united States of 
«y America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 

in accordance with the French patent law 

O in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 



Gottingen, June 5,1980 



£ Place date «H/TBCHe SAMMLUWQ VOW l«fcROOWU**W*8^ a t ure 

<=> 0.ose*»cf\a* fuf Biot«chno*ogocfi« Forscfujog moH 

— Gri«oa ch « ua0 # 8 



r>-"UOQ G o tting eft- 



Gesallschaft for Biolechnoiogischa ForsctHing mbH, Mascherodar Weg 1, 3300 Braunschweig, Tel.: (05 31) 7008—1, Telex: 8—3 26 67 

Vorsiuendet des Aufsichtsrats: Geschaftsf&hrer: Bankkonlo: Registergericnf 

M.n. D,r. Dr. Fnedncn B.schoff Dr. Maria-R eg i na Ku la GeDr. LOMwcke. Braunschweig AmtsgwicM Brsuniehwo.o 

Dr. Helmut Zeiltragor Konto 23 7S1 (BLZ 270 305 00) HRB 477 



ACKNOWLEDGEMENT OF RECEIPT ANO ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Sammluno von Hikm 
organismen. " 

Name and address „ _ 

of depositor: BIOGEN N. V. 

24 Hande lskad 

Wil lemst ed , 

Identification reference of Curacao, Netherland Antilles 

the microorganism used by 

the depositor: HFIF-G 

M5219 (G-pPlc-HFIF-67-8) 

Taxonomic designation of 

the microorganism provi- _ , ... 

ded by the depositor: Escherichia cola 

DSN accession number of DSiS 18 54 

the microorganism: 

Date of receipt of the 

viable microorganism: June 5, 1980 

IZZStf??*} 0 th f iden " ficati °n reference and the taxonomic designation the depositorXte* 
BPWJW* / has not provided a scientific description of the microorganism. 

® The microorganism has been sent to the DSI-t directly by the depositor. 

O I he m ff roor ganism has been sent to the DSM on behalf of the depositor by the followina 
depository under the designation and accession number given: 

As stated by the depositor the rnicrooganism may be rendered accessible to any third party 
'inder the following conditions: 7 

O without any restrictions 

® according to Rule 28 EPC and to the agreement between the European Pattnt Organisation 
w and the DSM (Official Journal EPO 5, 301-307, 1978) and/or y-nisawon 

(X) according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

Q n™ 3 "^?^ " ith 0,8 " Declara tion of Release" to be filed by the depositor with the 
D5M and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the United States of 
^ America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 

in accordance with the French patent law 
O sheet C ° rdanCe With ^ conditiona as s P ec i f «d by the depositor on enclosed separate 

Gottingen, June 5,1980 v 

- DKuraotf saumi won i^r^^ra^ ^-^MlUj^ 

riace date 



der Signature 
o Gesattachaft fur Kotechnotogischa Forschung mbH 

^ Gnset>acnstra8e8 

8 • D-340Q Gottingen 



Geselischafl (Or Biotechnolooiscne Forschuno mbH. Mascheroder Weo 1. 3300 Braunschweig. Tel.: (05 31) 70 08— t. Telex: 9- 5 26 67 

Vorsitzender <Jes Aufsichlvais: Geschaftstuhrer: Bankkonto: ReQistwoertcr-.! 

Mm. 0.r. Or. Frrcd.-.ch B.scnotf Or. Maria-Regina Kula Get>r. LOObccke. Braunschwe.g Amtsc.ricM t;^iKhwe.p 

Dr. Helmul Zeittrager Konto 23 781 (BLZ 270 300 00) MBB 477 



AMERICAN TYPE CULTURE COLLECTION 



February 27, 7 981 



• 301-88 1 2600 
72301 PARK LAWN DRIVE 
ROCKVILLE. MARYLAND 20352 



James F. Haley, Jr., Esq. 

Attorney for Biogen N.V. 

c/o Fish & Neave 

277 Park Avenue 

New York, New York 10172 

Gentlemen: 



laenttf ied 



We received on February 26, 1981 
scherichia coli M521 9(G-pPLa-HFIF 
l(pC325>qHFIF-4), HFIF-I. 

These strains have been assigned the ATCC numbers 318 ? 4 and 31825, respectively. 



reDruary zo, 1981 - a*.~~.<~ * , 



r 0 llJ[^ d ?!?S? d , th<lt thCSC or * anlsns «• being deposited in the American Type Culture 
Collection (ATCC) in connection with the filing of an application for a patent! QU±tUZe 

a w We ^ Urt i! r underscaad th » c the deposit of these cultures does not grant to ATCC 

^nlrinjelnroitrj 6 " 1 5* ^ T"* » tici ^ ted * 1th«r JprelseS or Lplied 

to infringe the patent, and our release of these cultures to others does not grant them 
a license, either expressed or lap lied, to infringe the patent. g 

m**J5 fU T r d ! rStaad " theae C ^tures should die or be destroyed during the 

2^^1^E31i? ShA11 * yOUr -P-"^ to replace tLm JS^S, 

W * agr " in i c ? Isldirition for * one-time service charge, not to distribute these 
cultures or any information relating thereto or to their deposits until such cine as 

t£lTl£? ^ d± * cloai ** che » b <™ posits except in accordance with a U. S . 

Patent Of fice Rule of Practice, Rule 14, or until you authorize us to make these strains 

£^1% \r C f lC 1S iSSUed Md We a " SO th « wiU be ^de 

Zl^lltif? di " rlbution t0 th « P^l^- The ATCC agrees to maintain the cultures 
™o5 J^iod °f 30 y Mra froa the deposit date. Non-payment of the service charge with- 
in 90 days of the deposit date relieves the ATCC from the above provisions. 

Payment in the amount of $1 ,140.00 si n ,..,-»i„ 
received. Thank you. Sincerely yours, 

[t^LL^ fV (Wow, 

By: (Mrs.) Bobbie A. Brandon 



independent nonprofit org,m:at,on mcorpomied ,n Wathint ion. 0. C. and devoted to the 
pretrrrmtton of reference euliuret and lhe,r d,u„bu„ 0 n to ,he ieter,t,pcxom»m„„v 



1. 

2. 
3. 
a. 



Scientific nea. of organisa 9 ((r~pPT^~HF rc '-fi7~1 

HFXF» H 

Strala designations other than ATCC nuaber — 



Is this the type strala of this organisa (««e reverse side)? 



No 



If this strain has teen designated ia the literature u the type 
strala, pleas* cite reference: 



Do not uric* wi iAij ba=j 

Aceessica data ^/**/^ 
Oat* received a?/^ £/t^ 



■eae and address of depositor: Biogen N.V. 

15 Pietermaai 
' Curacao / Netherlands Antilles 



Isolated by 



date 



7. 



If you did not isolate this strala, indicate froa whoa you received ICi 
ATCC »- depositor ^» 



Reason for deposit: 
Requested by ATCC 
Rev taxon: Species 



Subspecies 



Produces the antibiotic 
Production of " 



Assay of 

Other 



Patent 



9. Maintenance: 



Hedlua (attach foraula) 
28*C 

Temperature 



LB Broth or bactotryptone 



other LB Broth supplemented with 50 yug/ml Kana myc 



10. 
11. 

12. 



Yes rreetiacT Yes (poorly) 



a) Does this organism survive: freeze drylasl 

b) Reeeaaended aethod for long-term preservation: 

Freeze drying or LB Broth/glycerol or DMSO at -80 *C 



Is this strala loopethogenle? 



NO 



If so, would you classify it as class 2, 3, or »? 
(see reverse side for description of classes) 



Is this strain phytopatho genie? ( Information required by Plant Quarantine Division, US DA) 

If so, a) Is the geographical distribution of this organism general. Halted, or unknown (encircle): 

b) Would you recoaaend that this strala be aado available to any qualified 
investigator regardless of his location?. 

c) If not, vhat Halts vould you place on the distribution of this strain? 



13. Please attach, a eoaplete description of this strala unless description is given ia accompanying 
reprint. 

la. References (Please enclose tuc (Z) of taeh pertinent reprint, if available): 



IS. Consents: 

Do not heat above 28°C. 

ATCC Tora 1-5 (19T1) 




2 ^jL^ \~ 



Signature of tepos^ior 

Attorney for Biogen N.V. 



COLLECTION OF BACTERIA 



» 



1. Scientific n«a* of or^ciiia E.coli HB101 (pr3251-oHFIF-4) 

2. Strain designations othtr than ATCC nunber HFIF~I 



Is this the type strain of this organisa (sec reverse slde)T 



No 



1<. If this strain !iu been desi^sted in the literature a* the type 
strain, please cite reference: 



Do not vritt in this bos 
ATCC / 

Accession date <^/<?&fi . 
Date received e?J^**/<? 



Naae and address of depositor: 



Biogen N.V. 
15 Pietennaai 

Curacao, Netherlands Antilles 



6. Isolated by 

from 



10 



11 



date 



If you did not isolate this strain, indicate froa vhoa you received It: " 
ATCC depositor , 



Reason for deposit: 
Requested by ATCC 
Hev taxon: Species 



Subspecies 



Produces the antibiotic 
Production of • 



Assay Of 
Other 



Patent 



Maintenance: 

Hediua (attach forauim) LB Broth or bactotryptone 



Temperature 



other LB Bro th supplemented with 100/*<a/ml car bsnic 

lin and/or 10 /4g/ml tetracycline. 
Free re drying? Yes Freeiing? Yes ( poorly^ 



a) Does this organisa survive: 

b) Recosaended oethod for leng-tera preservation: 

Freeze drying or LB Broth/glycerol or DMSO at -80 *C 

Is this strain zoopethogenlc? _NO If , 0 , would you classify it as elass 2, 3, or 

(see reverse side for description of classes) 

12. Is this strain phytopathogenic ? _NO_ (information required by Plant quarantine Division, US DA) 

*°' f , X / V? «eoS«phiesl distribution of this organlsa general. Ualted, or unknown (encircle)* 
bj Would you reeoaaend that this strain be aade available to any qualified' 

investigator, regardless of his location? 
e) If not, what Halts would you place on the distribution, of this strain? 



13 ' reprint * lt * Ch * co=?1,V * of this strain unless description is given in aeecepaAying 

ll. References (Please enclose Cue (2) of •aeh pertinent reprtht, if available); 



1). Consents: 



ATCC Tors 1-B (19T1) 




Signature of 

Attorney for Bibgcn / N.v, 



ROSCRT C- MOROAN 
KCNNCTH fl. HCMMAN 
COWAKOr MULLOWNCV 

roscrtr- jackson 
j case J JCNNM 

W COWAHO tAILCV 

DAviQ J ICE 
PATMlClAA, MAATQNC 



KCVINJ. CULLlOAN 
OLCNn a. OUSTCRhout 
SUSAN Mtooorr 
mamancta »icrr> 
■On c. imulman 
douolas j- oaaciTT 

OCNISC L.tOOlNC 



TELECOPIER: <2)2» 715-0074 



October 16, 1991 



rncoCRtCK p riSM 

IS99-IB3Q 
CHARLES NCAVC 

.807-1037 



Mrs. Bobbie Brandon 
American Type Culture Collection 
12301 Parklawn Drive 
Rockville, MD 20852 



OAVIOC. PkACNC 
JAMC A. MAMAM) 
OUANC-OAVIO MOUOM 
MITCHELL R. mOON 
JOHN F. WARD 
COWAROJ Ot^KANCO 
MARK O ROW LAN O 
RHILIMCY RICSCN 
MARK O- CNOCLMANN 
CRIC R MUMARO 
OAVtOA LOCWINITClN 
JOHNJ CAIIIMOmam 
LINDA A WAOLCN 
KCLSCY I NIX 
MART A C GROSS 
JOHN M MtNTZ 
JOHN R STORCLLA 
WILLIAM J McCAlE 
JOHN M. OCSMARAIS 
VICMt S VCCNKCR 
LCSLtC A. McOONCLL 
CHRISTOPHER* OOOZiCLA 



nicola a risano 
OOnALO k rccov 

OASRlCLLCC HIOO'NS 
JCNN IFCK M MALL 
OONALO L RMOAOS 
CL1XASCTHM ALORIDOC 
CLAV» WILSON 
SRCNOAj PANIC**' 
JCRCMY LAC** 
CVANM QSCLL 
JAMCS* acnciN 
RONALOA KIAINOW 

jcrrocT m hcrbh 

LIANNAC KALMAN 
■RAOFORo I PRICDMAN 
OCSRAA |ONT[MRO 

lORCTTaa miraOha 

MOnCTS WILDCS 

CMRIBTOPMCRJ HARNETT 

MARlCH MmNiChOl 



Biogen - B8/B8 CIP 

Deposits identified as ATCC 31824 and ATCC 31825 
Dear Mrs. Brandon: 

We have enclosed two (2) requests for conversion 
of the above-identified deposits to meet the requirements of 
the Budapest Treaty. The ATCC designations, as well as the 
strain designations given by the depositor, are identified 
on the request forms. In addition, we enclose copies of the 
letter of receipt of these deposits and of the original 
deposit applications containing the media and culture 
requirements . 

Please note that the original depositor has 
undergone a corporate name and address change, from 
Biogen N.V., 15 Pietermaai, Curacao, Netherlands Antilles, 
to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hestiate to contact us. 



Thanks for your help. 



Yeurs very truly, 

Janv£s F. Haley, Jf. 

Ivor R. Elrifi 

Attorneys for Biogen. Inc. 



JFH/IRE : bb 
Enclosures 



JU utfOSIT OR TO CONVERT A DEPOS'7 TO MEET THE RFnniPPUcvrc „ c 
nro,K?£ EST TREATY ON THE '^TERNATIO N A L R E CO(^N I T 10 THE ° F 
DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 



•I. Name of deposit (microorganism, cell, seed, plasmid etc) 
HB101 (p( 325]-qHFIF-4) 



Escherichi a co 1 i 



2. Strain designation given by the depositor (number, symbols, etc.) 
J. Is this an original deposit under the Budapest Treaty? 



HFIF-I 



4. Is this a request for a conversion of a deposit already at the ATCC .« m — 

Treaty? (If so. indicate ATCC designation.) Tes , ATCC 31825 ^^ents of the Budapest 



No 



5 Is this deposit a mixture of microorganisms or cells? 

<>«^'^^oi l ^m»,^S^'i,^^ e ^ m ' u ' m " "* <* ~»ure and a, lea,, 

see attached sheets — . 



7. An indication of the properties of the strain which are or may be dangerous to health or the en, 

properties. Depositor is not aware of any 



indication that the depositor is not aware of such 

properties of the strain which are 



ivironment. or an 



the environment 



>r may be dangerous to health or 



•'lener^^ 



" (^^^^"0^ P,e " e COOPlCte h ^ CU ' tUrcd ™ the of antibiotics 



b. For hybndoma deposits please complete. What is the isotype of antibody produced? 

•9. Is this strain zoopathofenic' N° . Kn 



phytopathogenic? 

Yes 



If in K k -» K>«uuu> rcicvani io tne patent process'' 

?^T£^jTS» b .T3^.^.?"i«-^ « "-"bed . ,h, Na.ica, „,su,u,e s of h-k 



The answers to these questions are recommended but not required 



FOR ATCC USE ONLY 



ATCC DESIGNATION 

DATE CULTURE RECEIVED 

DATE VIABILITY TEST COMPLETED 



Form BP; I (Page I of 2) 



7>,,lT J ' w * A UtrUii r TO MEET THE REOUIREMFVTC r»c 

nrD^ B cV^E EST TREATY 0N THE INTERNATIONAL RECOGNITION O^ T Jl 
DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 



•I. Name of deposit (microorganism, cell. seed, plasmid etc) 
(G-pPLA-HFIF-67-12AMI ) 



Escherichia coli M5219 



2. Strain designation given by the depositor (number, symbols, etc.) 

3. Is this an original deposit under the Budapest Treaty? 



HFIF-H 



4. Is this a request for a conversion of a deposit alreadv at the ATrr t« . .k 

Treaty? (If so, indicate ATCC designation.) SS? ATCC Jffc l w » u " n >«"» of the Budapest 

5. Is this deposit a mixture of microorganisms or cells? 



No 



»n«of.h t m«hod.p.,miltin,,h e cheXgof,h5rp,«;^ ? "* c ° m f M " a °< ">« ""/xlure and a, | tas , 

see attached sheets 



properties of the strain which ar e or may be dangerous to health or 
environment , 



" M^ulSSg) ^ C ° mP,ete IS ,hC Cul,ured - «* of antibiotics 



b. For hybridoma deposit* please complete. What is the 



isotype of antibody produced? 



No 



phytopathogenic? 

Yes 



No 



•9. Is this strain 2 oopat oogenic? 

J0 ' ffV* !!"h iS „ Str K jn C °! ,t * iB plaSmids re,ev>nt to the P««« Process'' 

Cu^^^S 

•The answers to these questions are recommended but no, required. 



" FOR ATCC USEONLY- 

ATCC DESIGNATION 



DATE CULTURE RECEIVED 



DATE VIABILITY TEST COMPLETED 



Fonn BP/ 1 (Pi ge | 0 f 2) 



AMERICAN TYPE CULTURE COLLECTION 

February 27, 1981 



• 301-88 T -2600 

12301 PARKLAWN DRIVE 
ROCKVILLE. MARYLAND 20852 



James F. Haley, Jr., Esq. 

Attorney for Biogen N.V. 

c/o Fish & Neave 

277 Park Avenue 

New York, New York 10172 

Gentlemen: 

These strains have been assigned the ATCC numbers 31824 and 31825, respectively. 

Ci 3 llJ^^ d ?A?S? d , that Ch6S f or 8 an±OTS «• deposited in the American Type Culture 

Collection (ATCC) in connection vith the filing of an application for a patent. XCUre 

We further understand that the deposit of these cultures does not grant to ATCC 

d o^fr^e1^ Ctl r J™ °J ^ P ? teat ******* * either e£resseS of Lplied 

to infringe the patent, and our release of these cultures to others doeTnot grant them 
a license, either expressed or Implied, to infringe the patent. g 

!? father understand that if these cultures should die or be destroyed durina the 

a Patent has been Issued disclosing the above deposits except in accordant v±A a V S 
Patent Of fice Rule of Practice. Rule U. or until you authorize us to make these straps 
available After a patent is issued and we are so informed the cultured will be mlde 

r^n^ r o di 3n tr±bUtl °? tC T T* 1 *- ATCC a8reeS " -intainlhe^il^r" 

5°%* Period of 30 years from the deposit date. Non-payment of the service charge with- 
in 90 days of the deposit date relieves the ATCC from the above provisions. 

Payment in the amount of $1 ,140.00 <?<„ w »w 
received. Thank you. Sincerely yours, 

fajUJL fV fWA^ 
By: (Mrs.) Bobbie A. Brandon 



independent non profit orranisanon incorporated in Wathinxton. D. C end devoted to the 
prtteryiwn of reference cultures and ihtir d.unbutton to the saenaficcommunitv 



1. Scientific naae of organisa F.rali MS 21 9 (f^-pPTa— HFTr-67— 1 ?AM*n 



2. Strain desiccations other than ATCC nuaber 



HFIF»H 



3* Is this the type strain of this organisa (see reverse side)? No 



*. Zf this strain has been designated in the literature as the type 
strain, please cite reference: 



Do not vrit* in this box 

Access ica date 

Date received ^J^£»/£ 



5. Base and address of depositor: Biogen N.V. 

15 Pietermaai 

Curacao, Netherlands Antilles 



6. Isolated by 
fi 



date 



?. Zf you did not isolate this strain, indicate froa vhoa you received iffi 
ATCC «•» depositor 



8. Reason for deposit: 
Requested by ATCC 
Rev taxon: Species 



Subspecies 



Produces the antibiotic 
Production of • 



Assay of 
Other 



Patent 



9. Maintenance: . . • ... . 

Kediua (attach forauia) LB Broth or bactotryptone 



Teaperaturt 28*C ^ AMt LB Broth supplemented with 50 /^.g/ml Kana myc 



Yes rreetia«r Yes (poorly) 



10. a) Does this organisa survive: Frecse drying? 
b) Recoaaended aethod for long-ten preservation: 

Freeze drying or LB Broth/glycerol or DMSO at -80 °C 

11. Is this strain toopathogenie? N° If so, would you classify it as class 2. 3, or a? 

(see reverse side for description of classes) 

12. Is this strain phytopathogealc?!! 0 . (Information required by Plant Quarantine Division, US DA) 

If so, a) Is the geographical distribution of this organism general, limited, or unknown (encircle)? 
b) Would you recoaaand that this strain be made available to any qualified 

investigator regardless of his location?. 
e) If not, vhat Halts would you place on the distribution of this strain? 

13. Please attach a complete description of this strain unless description is given in accompanying 
reprint. 

Ik . Refe renees [Please enclose] tuo (2) of tech pertinent reprint, if available) i 



15. Coesents: 

Do not heat above 28 °C, 
ATCC Fora 1-B (1971) 




Signature of tepoi^ivor 

Attorney for Biogen N.V, 



COLLECTION OF BACTERIA 



Scientific naae of or^cniaa E.coli HB101 fpT3251 -oHFIF-4) 
Strain designations other than ATCC nunber HFIF~I 



Is this the type strain of this prganisa (sec reverse side)? 



No 



If this strain hu been des lasted ia the literature as tbe type 
strain, please cite reference: 



Do not uritM in this bos 
ATCC / 3/J>JS~ 
Accession date 
Date received 



Naae and address of depositor: 



Biogen N.V. 
15 Pietennaai 

Curacao, Netherlands Antilles 



Isolated by 



f roa 



date 



If you did not isolate this strain, indicate from whoa you received it: 
ATCC depositor 



Reason for deposit: 
Requested by ATCC 
Rev taxen: Species 



Subspecies 



Produces tbe antibiotic 
Production of • 



Assay of 
Other' 



Patent 



HaIa t. ca k&n c* ? 

Medium (attach forauia) LB Broth or bactotryptone 



Teaperature 



other LB Broth supplemented with 100/t<q/ml car ben 
lin and/or 10 /<g/ml tetracycline. 

Freeze drying? Yes Freesiag? Yes f prior- 1 y) 



a} Does this organisa survive: 

b) Reeoeaended aethod for long-tem preservation: 

Freeze drying or LB Broth/glycerol or DMSO at -80°C 

Is this strain loopathogenic? No If so, would you classify it as class 8, 3, or k? 

(sec reverse side for description of elasses) " 

Is this strain phy topathogeni c ? __L. (information required by Plant Quarantine Division, US DA) 

If so, a) Is the geographical distribution of this organisa general, United, or unknown (encircle)* 
b) Would you recoaaend that this strain be aade available to any qualified' 
investigator, regardless of bis location? ______ 

e) If not, vhat Halts would you place on the distribution of this strain? 



reprint * ttaCn * corplete description of this strain unless description is given in accoapanying 
References {PUaaa enclose two (ZJ of 4aeh pertinent rtprini, if available): 



Consents : 



rora 1-B (1971) 




Signature of 

Attidrney for Biogcn / N.V, 



aoacKTC wmw 

KCMNCTM MEMMAM 
EOWAJVO r. MULLOWNC- 
■OSCmT ■. JACKSON 

■<caac j. jt«««« 

W. CDWMUtO sailcy 
OAVIOJ.LCC 
^*n»lCI* A HMTONC 



KCVIN J. CULLIOAN 
OLCNN A. OUmHaOUT 



MAAOAItCT A. nCMi 
■ON C .SMUkMAN 

oououuj. oilscnt 
ocnim l. lo*1no 

JCrrKCY H IMOKWMAN 



TELECOPIER: 12121 7IS-CM374 



October 16, 1991 



racocMicx •". pish 

1899-1030 



IB07-IB37 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 



DAVID C. PtACHC 
JAMC A. MMMW Q 
OUANC-OAVIO MOUOM 
MITCHELL P. BROOM 
JONM r. WAKO 
KOWAMOJ 0« FRANCO 
MARK D ROWLAND 
»MILI»»C »■ KICtlCN 
MARK D CNOCLMANM 

eric r. MuatAm 

OAVIO A. LOCWCNSTtIM 

JOMN J.OUVINOMAH 

LINDA A. WADLCR 

KCLSCY I. NIX 

HAITAC OWU 

JOHN N HINTS 
JOHN R. ATORCLLA 
WILLIAM J. HcCAIC 
JOHN M . OCAM ARAIS 
VICKIS. VCCNKCR 
LULU A. NCOONKLL 
CMRISTORMCR » SOOZICLA 



NICOLA A. VISANO 
DONALD A. KIO* 
OASNICLLC C. HiaOlNS 
JKHNiriNM MALL 
OOMALO L. RMOAM 
CLISASCTM M. ALDRIDQC 
CLAYS. WILSON 
IRC M DA J. PAN ICHI 
JIMMTUCK 
CVAMM.OSCLL 
JAMCSP SCItaiN 
RONALD A. KAASNOW 

jcrracv m. McnsH 

LIANNAC. KALMAR 
•AAORMO L. rmcOMAN 
OtTBHA A. BONTCMRO 
LONCTTAA. MlRAOLIA 
MONCV* WILOCS 
CH«HtO»M[«J. MANNCTT 
MANIC H. MacNICMOL 
WILLIAM A. ICHONKMAN 



Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 



Dear Sir: 



We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by the 
depositor, are identified on the application forms. In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note fcr these conversions to my attention. 

Please note that the original depositor has 
undergone a corporate name and address change from 
Biogen N.V., 24 Handelskad, Willemsted, Curacao, Netherland 
Antilles, to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 




JaAes F. Haley, /J/ 
Ivor R. Elrifi 
Attorneys for Biogen, Inc. 



JFH/IRE : bb 
Enc losures 



To 

DEUTSCHE SAMMLUNG VON MIKROORGANISMEN 
UNO ZELLKULTUREN QAM 
Nescheroder Meg lb 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
DSM-Accession rustier : 
Date culture received : 



BACTERIA/FUNGI ' 

THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED NFDPtunco lim 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED INRULE 9 HEREUNDER AND 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 

HFIF-F 

M5219 (G-pPLa-HFIF-67-12Al9) 
Taxonomic designation : 

Escherichia coli 



The culture to be deposited is : 
(X) a pure culture 
( ) • mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



X,5 



Medium: 



as according to original 
deposit application DSM 1853 



pH before sterilisation : 
Sterilisation min at 

p« after sterilisation: 
Oxygen relationship : 
( ) aerobic 
( ) nicroaerophi I ic 
( ) obligate anaerobic 
Specific gaseous requirements 

Incubation temperature: 
Incubation time: 
Short term storage at: 
Interval of transfer: 



*C 



•C 



The DSM only accepts for deposit microorganisms which belong to hazard group I or II accordina to nix s«o^ 
(Beiblatt 1) TeH 1, Medizinische Mikrobioloaie ISBN 3-410- l?o?B-o :Li * " d,r>9 10 DIN 58956 

depos.tary institution either before (Rule 6.4(d)) or af ter^hHeouisifiorT e . Bud »pest Treaty, with the same 
3 international depositary authority. acou.sit.on by that institution of the status of 

u Number, symbols etc., given to the microorganism by the depositor 

It is stronly recomnended that the taxonomic desingnation and/or scientific descrintion (s« unrtor u „ , < . 
5 microorganism be indicated. ^nnc oescnption (see under VII.) of the 

Mark with a cross if additional information is given on an attached sheet. 
Form 0SM-BP/1-Bacteria/Fungi (first page) 0488 



IV. CONDITIONS FOR TEST ING VIABILITY 



V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) 



Description of components: 



Nethod(s) for checking presence of conponems: 



with a cross if additional information is given on an attached sheet 



Form DSM-BP/1 Bacteria/Fungi (second page) 0488 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 

< > L1 ( ) 12 

< > L3 ( ) L4 



IS THIS STRAIN OANCEROUS TO HEALTH OR THE ENVIRONMENT ? 



( ) YES ( X ) no 



(if yes, please specify:) ( X) s 



(X ) the undersigned is not aware of such properties 
IF THE HICROORCANISH IS GENETICALLY MANIPULATED: 



1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recombination (rec): 
sensitivities: 
resistances: 
modifications: 
restrictions: 
autotrophics: 



2. DESIGNATION OF THE DONOR ORGANISMS), THE DMA OF WHICH HAS BEEN CLONED INTO THE PLASMIO: 



3. 



i!,K^li- r " ,n ' S 9 ? , ' C,lly »"<Pulated the depositor mat take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines 3 or equivalent r-tior-fguidei ines.) 

Ja^EPO^ial) <W ' TH0UT * DEF "" TE *" SUER T ° THKE *>™ 1 ™ THE ORGANISM CANNOT BE ACCEPTED 

1. THE SUBGENCMIC FRAGMENTS OF THE DNA DEFINETLY HAVE NO PATHOGENIC POTENTIAL. 
( ) YES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE: 

According to the regulations of the ZKBS 6 the OSM can only accept genetically manipulated potentially! 
pa hogemc organ, sms for deposition -hen a copy of the permit issued by the ZKBS Vor V»wT 
v.^nt nat.onal b-olog.cal safety corcmssia,) for work on the organist acconpan.es on 



Jaoc^D 0 "^ accepts for deposit microorganisms which belong to hazard group I or 1 1 according to DIN 
58956 (Be.blatt 1) TeU 1. Medizinische Hikrobiologie. ISBN 3-410- 1202B 9^d can be 'halted Cnder tie 
labpratory containment level LI or L2 according to "Richtl imen zum Schutz^or GefanreT£,rth^ vi ro 

5 neukombimerte Nukle.nsauren" (5. utoerarbei tete Fassung BMFT) "tanren ourch .n v,tro 

6 Mark with a cross if additional information is given on an attached sheet 

ZKBS = Zentrale Komroission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form DSM-BP/1-Bacteria/Fungi (third page) 0488 



VIII. ADDITIONAL DATA 




IX. DEPOSITOR 



Address : 



Biogen, Inc. 



14 Cambridge Center 
Cambridge, Massachusetts 

02142 




Signature: f^Tj/is'S' 

James F. Haley, Jr.' 
Ivor R. Elrifi 
Attorneys for Biogen, \nc, 
Fish & Neave 
875 Third Avenue 
New York, New York lob22 



Date: 



Nark -ith a cross ifadditional information is given on an attached sheet ~ 
depositary institution(s) with xhich the .icrooraanisThaT ZL J ' • ddress(es > ° f ** other 

* m "" "» " <- .«ici.„ y „ , Bis „ tity „ 



Form DSM-BP/1-Bacteria/Fungi (fourth and last page) 0488 



To 

DEUTSCHE SAMKLUNG VON Ml KROORGAN t SMEN 
UND ZELLCULTUREN GmbH 
Natcher-oder Ueg lb 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
D» -Access ion nuaber : 
Date culture received : 



BACTERIA/FUNGI 



THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED HHEUMOFB *un 
UNDERTAKES NOT TO WITHDRAW THE 0EPOSIT FOR THE PERIOD SPECIFIED INRULE »!l 2 HEREUNDER AND 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 

HFIF-A 

HB101(G-pBR322(Pst)/HFIF 3) 

Taxonomtc designation* : 

Escherichia coli 



The culture to be deposited is : 
( X ) a pure culture 
( ) a mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



( X) 5 



Medium: 



as according to original 
deposit application for DSM 1791 



pH before sterilisation : 

Sterilisation miner *c 

pH after sterilisation: 

Oxygen relationship : 

( ) aerobic 

( ) microaerophi l ic 

C ) obligate anaerobic 

Specific gaseous requirements : 

Incubation temperature: *c 
Incubation time: 

Short term storage at: »c 
Interval of transfer: 



The DSM only accepts for deposit m.croorgamsms which belong to hazard group I or II accordino to dim SRQS* 
(Be.blatt 1) Ten 1, Medizinische Mi krobiologie. ISBN 3-410-12028-9 and canbe hand L/^w ?L ? 
containment level LI or L2 according to "Richtlinien tun Schutz vor Sj^ M^Jtt^^Vr?* 
Nukleinsauren" (5. uberarbei tete Fassung BMFT) ueranren ourcn in vitro neukomb.m erte 

This form may also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of 



nncroorgamsm that he op his predecessor in title has already deposited, outside the Budapest Treatv^i 

s s^ssji^'S^ (Rute 6 - 4(d,) or after the * th - in^uriVs 



th the same 
status of 



Number, symbols etc., given to the microorganism by the depositor. 

It is stronly recownended that the taxoncmic desingnation and/or scientific descriDti 
microorganism be indicated 



ption (see under VI I . } of the 



Mark with a cross if additional information is given on an attached sheet. 
Form DSM-BP/1 -Bacteria/Fungi (first page) 048fi 



IV. CONDITIONS FOR TESTING VIABILITY 



V. COMPONENTS OF NIXEO CULTURES (WHEN APPLICABLE) 



Description of components: 



Nethod(s) for checking presence of components: 



a cross if additional information is given on an attached sheet 



Form DSM-8P/1 Bacteria/Ftngi (second page) 0488 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL : 

< > LI ( ) L2 

( ) L3 ( ) U 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) YES ( X) MO 

(if yes, please specify:) ( x) 5 



(X ) the undersigned is not aware of such properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 

general genetic recombination (rec): 

sensitivities: 

resistances: 

modifications: 

restrictions: 

auxotrophies: 

2. DESIGNATION OF THE DONOR ORGANISES ), THE DNA OF WHICH HAS BEEN CLONED INTO THE PLASMID: 



3. If the strain is genetically manipulated the depositor must take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines'* or equivalent national guidelines.) 

Please specify whether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT 8E ACCEPTED 
FOR DEPOSITION). 

1. THE SUBGENOMIC FRAGMENTS OF THE DNA DEFINETLY HAVE NO PATHOGENIC POTENTIAL. 
( ) YES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
< ) YES 

IN THE LATTER CASE PLEASE MOTE : 



According to the regulations of the ZKBS the DSM can only accept genetically manipulated, potentiallyl 
pathogenic organisms for deposition when a copy of the permit issued by the ZKBS 6 (or by an equi- 
valent national biological safety commission) for work on the organisms accompanies the deposition 
form 



The DSM only accepts for deposit microorganisms which belong to hazard group I or 1 1 according to DIN 
58956 (Beiblatt 1) Teil 1, Medizinisehe Nikrobiologie, ISBN 3-410-12028-9 and can be'handted under the 
laboratory containment level LI or L2 according to "Richtl inien zum Schutz vor Gefahren durch in-vitro 

j neukombinierte Nukleinsauren" (5. uberarbei tete Fassung BHFT ) 

^ Mark with a cross if additional information is given on an attached sheet. 

ZKBS = Zentrale Komnission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form 0SM-BP/1-Bacteria/Fungi (third page) (X8S 



VIII. ADDITIONAL DATA 



IX. DEPOSITOR' 





Address : 



Biogen, Inc 



14 Cambridge Center 
Cambridge/ Massachusetts 



Si gnat 



Jr , 



Enc , 



Date: 

02142 



Jalnes F. Haley, 
Ivor R. Elrifi 
Attorneys for Biogen, 
Fish & Neave 
875 Third Avenue 
New York, New York l6022 



7 Hark with a cross if additional information is given on an attached sheet. 

It is strongly recommended that the scientific description and/or proposed taxcnoaic designation (see I.) 

g of the microorganism be indicated. 

Mark with a cross if additional information (other than the information referred to in footnote 4 is given 
on an attached sheet, such as the source of the microorganism, the name(s> and the address(es) of any other 
depositary institution(s) with which the microorganism has been deposited, or the criterion used when 

0 drafting the proposed taxonomic designation (The supplying of such information is optional ). 
The name of the depositor must be identical with the signature. 

In case of a legal entity the signatures of two representatives, officially nominated by this entity are 
required. 

*ere the signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form DSM-BP/1 -Bacteria/ Fungi (fourth and last page) 0488 



To 

DEUTSCHE SAMMLUNG VON MtKROORGANISMEN 
UNO ZELLKULTUREN OtbH 
Hascheroder Weg 1b 
D-3300 Braunschweig 
Federal Republ ic of Germany 



To be filled in by the Depositary Authority 
OSM- Access ion nunber : 
Oate culture received : 



BACTER IA/FUNG1 



THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED HEREUNDER AND 
UNDER TAXES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1 2 ™0 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 
HFIF-B 

HBl01(G-pBR322(Pst)/HFIF 6) 
Taxonomic designation 4 : 

Escherichia coli 



The culture to be deposited is : 
( X ) a pure culture 
( ) a mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



( X)' 



Medium: 



as according to original 
deposit application for DSM 1792 



pH before sterilisation : 
Sterilisation min at 

pH after sterilisation: 
Oxygen relationship : 
C ) aerobic 
( ) microaerophiltc 
C > obligate anaerobic 
Specific gaseous requirements 



Incubation temperature: 
Incubation time: 
Short term storage at: 
Interval of transfer: 



•c 



The DSN on y accepts for deposit microorganisms which belong to hazard group I or II, according to OIN 58956 
(Beiblatt 1) Ten 1. Medizimsche Microbiologic, ISBN 3-410- 1202B-9 and can be handled under the laboratory 
containment level LI or L2 according to "R icht I inien zun Schutz vor Gefahren durch in-vitro neukombinierte 
Nukleinsauren" (5. uberarbei tete Fassung BMFT) neuwOTimene 
This form may also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty with the same 
depositary institut.on e.ther before (Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. us OT 

Nurber, symbols etc., given to the microorganism by the depositor. 

It is stronly reconmended that the taxonomic desingnation and/or scientific description (see under vil > of the 
microorganism be indicated. "•' OT tne 

Mark with a cross if additional information is given on an attached sheet. 



Form DSM- BP/1 -Bacteria/ Fungi (first page) 04M 



IV. CONDITIONS FOR TESTING VIABILITY 



V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) 



Description of components: 



Method(s) for checking presence of components: 



a cross if additional information is given on an attached shee 



Form OSM-BP/1 Bacteria/Fuigi (second page) (K88 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 



( ) L1 



C ) L3 



( ) 12 



( ) L4 



IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) YES < > NO 

(if yes, please specify:} 5 

v X / 



( Xi the undersigned is not aware of such properties 



IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 



1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recombination (rec): 
sensitivi ties: 
resistances: 
modifications: 
restrictions: 
auxotrophies: 



2. DESIGNATION OF THE DONOR ORGANISM(S). THE ONA OF WHICH HAS BEEN CLONED INTO THE PLASMID: 



to prove ar * 

PoR DEPO^Jon") " CU,TH0UT * ° EF,M,TE 10 ™ ESE CANNOT BE ACCEPTED 

1. THE SUBCENOMIC FRAGMENTS OF THE ONA DEFINETLY HAVE NO PATHOGENIC POTENTIAL. 
( ) YES 

2. THE SUBGENOMIC FRAGMENT HAVE A PATHOGENIC POTENTIAL. 

( ) YES 
IN THE LATTER CASE PLEASE NOTE: 

^v^.ris'sjj.is ^/rvr^rsj^'r iff " 



6 Mark with a cross if additional information is given on an attached sheet. 

ZKBS = 2entrale Konmission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form DSM-BP/1-Bacteria/Ftngi (third page) 0488 



VIII. ADDITIONAL DATA 





IX. DEPOSITOR 




nam: Biogen, Inc. 

Address: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 


Signature: ^-.^ ^ /( ^ 

James F. Haley, Jr. 
Ivor R. Elrifi 
Attorneys for Biogen, 

Date: Fish & Neave 

875 Third Avenue 
New York, New York j 



* Mark with a cross if additional information is given on an attached sheet 

8 S 8CiefltifiC designate (see ,., 
Nark «ith a cross if additional information (other than the information referred to in footnote * is aiven 
onan attached sheet, such as the source of the microorganism, the name(s) and the eddress(es) of any other 

^!™TK ,nSt ^ t ^ n(S> U ' th th * has been deposited, or the criterion useS JZ 

9 drafting the proposed taxonooiic designation (The supplying of such information is optional ! 
The name of the depositor must be identical with the signature 

reared"' " ***** ** Sign " ures of tM0 ives, officially nominated by this entity, are 

Where the signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form DSM-BP/1-Bacteria/Fung\ (fourth ard last page) 0488 



To 

DEUTSCHE SAMMLUNG VON MIKROORGANISMEN 
UNO 2ELLKULTUREN GabH 
NMCtMrodrr Ueg lb 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
DSM-Acc«s«ion nuaber : 
Date culture received : 



BACTERIA/FUNGI 



THE UNDERSIGNED MEREST DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE OEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9. I 2 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 
HFIF-C 

HB101(G-pBR322(Pst )/HFIF 7) 
Taxonomic designation 4 : 

Escherichia coli 



The culture to be deposited is : 
( X) a pure culture 
( ) a mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



( 



Medium: 



as according to original 
deposit application for 
DSM 1793 



pH before sterilisation : 
Sterilisation rain at 

pH after sterilisation: 
uxygen relationship : 
( ) aerobic 
( } microaerophilic 
( ) obligate anaerobic 
Specific gaseous requirements 

Incubation temperature: 
Incubation time: 
Short term storage at: 
Interval of transfer: 



*C 



•c 



1 !»' °"i y accepts for deposit microorgan.sms which belong to hazard group I or U . according to DIN 58956 
CBe.btatt 1) Te,l 1. Medizinische Mikrob.ologie, ISBN 3-410-12028-9 and carTbe handled\rte7 X"aborator? 
conta.nment level LI or L2 according to "Richtl inien zu* Schutz vor Gefahren durch in-v^tro ne^«^nier?e 

2 Nukleinsauren" (5. uberarbei tete Fassung BMFT) leunamainierte 

This form may also be used if the undersigned converts into a deposit .xxier the Budapest Treaty the deoosit of » 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty wTth the L™. 
depos,tary '"stmit.on e,ther before (R ule 6.4(d)) or after the acquisition by that institution " Jhe s atus of 

3 international depositary authority. status ot 
Number, symbols etc., given to the microorganism by the depositor. 

It is stronly recommended that the taxonomic desingnation and/or scientific description (see under vn » n < , h . 
5 microorganism be indicated. of tne 

Mark with a cross if additional information is given on an attached sheet. 



Form 0SM-BP/1-Bacteria/Fungi (first page) 048S 









IV. CONDITIONS FOR TESTING VIABILITY 


( X) 5 








V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) 


( X ) 5 




Description of components: 




1 

5 


lethod(s) for checking presence of components: 





Mark uith a cross if additional information is given on an attached sheet. 



Form DSM-BP/1 Bacteria/F^ngi (second page) (K88 



THE STRAIN HAS TO K HAH) LET UNDER THE FOLLOUING LABORATORY CONTAINMENT LEVEL 1 : 

< > lt ( ) a 

C ) L3 ( ) L« 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? < ) YES ( x ) NO 

(if yes, please specify:) { X ) 5 



( x> tne undersigned is not aware of such properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 

general genetic recombination (rec): 

sensitivities: 

resistances: 

modifications: 

restrictions: 

autotrophics: 

2. DESIGNATION OF THE DONOR ORGANISM(S), THE DNA OF WHICH HAS BEEN CLONED INTO THE PLASMID: 



3. If the strain is genetically manipulated the depositor must take appropriate steps to prove any 
pathogenic potential (see: 2KBS guidelines 3 or equivalent national guidelines ) 

F«^EPOSmON) -, * th * r <UITH0UT * 0EFIMITE *" SUER T0 ™ESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 

1. THE SUBGENCMIC FRAGMENTS OF THE ONA OEFINETLY HAVE NO PATHOGENIC POTENTIAL. 
( ) YES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the ZKBS 6 the DSM can only accept genetically manipulated potentially 
pathogenic organisms for deposition uhen a copy of the permit issued by the ZKBS 6 (or by an equi- 
valent national biological safety conmission) for work on the organisms accompanies the deposition 
form 



^l 5 "*'!' f f 4 d «P° s,t m.croorganisms nhich belong to hazard group I or 1 1 , according to DIN 

58956 (Beiblatt 1) Tei I 1, Medizinische Mikrobiologie, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level LI or L2 according to "Richtlinien zum Schutz vor Gefahren durch in-vitro 

5 neukcmbinierte Nuk leinsauren" (5. uberarbei tete Fassung BMFT) 

6 Mark with a cross if additional information is given on an attached sheet. 

ZKBS = Zentrale Komnission fur Biologische Sicherheit (Central Conmission for Biological safety) 



Form 0SM-BP/1-Bacteria/Fungi (third page) W88 



VIII. ADDITIONAL DATA 



DEPOSITOR 



Biogen, Inc. 



Address: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



Signature* 





7 



Date: 



James F. Haley, Jr/ 
Ivor R. Elrifi 
Attorneys for Biogen, inc. 

Fish & Neave 

875 Third Avenue 

New York, New York lt)022 



* Nark with a cross if additional intonation is given on an attached sheet. 



« ^rtlS2^Tr^J.2* • Cienti,ie *» cHpt ^ ««"-«« designate (see ,., 

Hark with ictom if additional information (other than the information referred to in footnote * is oiven 
onjjn itticM sheet, such as the source of the microorganism, the rume(s) and the addreH£s1 of any'otSeV 
deposuary ,nst.tut.on(s) with which the microorganism has been deposited, or the criterion JZ 
draft.ng the proposed twonomic designation (The supplying of suchinformation is option . 

The name of the depositor must be identical with the signature. 

reaped* * ^ ***** Si9n * tUres of tM0 representatives, officially nominated by this entity, are 

Uiere the signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature^). 



Form DSM-BP/1-Bacteria/Fungi (fourth and last page) 0488 



To 

DEUTSCHE SAMMLUNG VON N1KROORGANISMEN 
UNO ZEU.KULTUREN GafcH 
Mascheroder Weg 1b 
D-3300 Braunschweig 
Federal Republic of Germany 



To be f i Had in by the Depositary Authority 
DSM-Accessf an nuaber : 
Date culture received : 



BACTERIA/FUNGI 1 

THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED HEREUNDER AMD 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9^1 2 HEREUNDER AND 



1. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 

HFIF-G 

M5219 (G-pPLc-HFIF-67-8 ) 
Taxonomic designation 4 : 

Escherichia coli 



The culture to be deposited is : 
(X) a pure culture 
( ) a Mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



( xr 



Medium: 



as according to original 
deposit application DSM 1854 



pH before sterilisation : 

Sterilisation rein at «c 

pH after sterilisation: 

Oxygen relationship : 

( ) aerobic 

( ) microaerophi lie 

( > obligate anaerobic 

Specific gaseous requirements : 

Incubation temperature: 'C 
Incubation time: 

Short term storage at: «c 
Interval of transfer: 



4 Number, symbols etc., given to the microorganism by the depositor 

It is stronly recommended that the taxonomic desingnation and/or scientific description (see under VII > M » h « 

5 microorganism be indicated. H w ' liee vr °^ r vii.) of the 

Mark with a cross if additional information is given on an attached sheet. 
Form OSM-BP/1 -Bacteria/Fungi (first page) CKflfi 



IV. CONDITIONS FOR TESTING VIABILITY 



V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) 



Description of components: 



Method(s) for checking presence of components: 



Mark Kith a cross if additional information is given on an attached sheet. 



Form DSM-BP/1 Bacter ia/Fingi (second page) 0488 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 




< > LI ( > L2 




( > L3 ( ) u 




IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) YES 


( X > *> 


(if yes, please specify:) 


< X ) S 


( X) the undersigned is not aware of such properties 




If THE MICROORGANISM IS GENETICALLY MANIPULATED: 


1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 




general genetic recombi nation (rec): 




sensitivities: 




resistances: 





modifications: 
restrictions: 
auxo trophies: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE DMA OF WHICH HAS BEEN CLONED INTO THE PLASM ID: 



If the strain is genetically manipulated the depositor oust take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines-* or equivalent national guidelines.) 

Please specify whether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). 

1. THE SUBGENOMIC FRAGMENTS OF THE DNA DEFINETLT HAVE HO PATHOGENIC POTENTIAL. 
( ) YES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the ZKBS the OSM can only accept genetically manipulated, potentially 
pathogenic organisms for deposition when a copy of the permit issued by the ZKBS <or by an equi- 
valent national biological safety comnission) for work on the organisms accompanies the deposition 
form 



The OSM only accepts for deposit microorganisms which belong to hazard group I or II, according to DIN 
58956 (Beiblatt 1) Tei t 1, Medizinische Mtkrobiotogte, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level LI or 12 according to "Richtlinien zum Schutz vpr Gefahren dureh in-vitro 
5 neukombinierte Nukleinsauren" (5. uberarbeitete Fassung BMFT) 

Mark with a cross if additional information is given on an attached sheet. 

ZKBS = Zentrale Kommission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form DSM-BP/1 -Bacteria/Fungi (third page) 0488 



VIII. ADDITIONAL DATA 



IX. DEPOSITOR 





Biogen, Inc. 



Address: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



Signature 



Date: 



James F. Haley. Jr 
Ivor R. Elrifi 
Attorneys for Biooen, ijnc 

Fish & Neave 
875 Third Avenue 
New York, New York 10022 



% 7 Hart with a cross if addit ional infonaation is given on an attached sheet. 

8 of Ji!e"K fl ^rS d SdS!ed the " Cie0tifiC Mr designation (see .., 

^"^J^Ll! * dd ^ i0n "L inf0r, ' , " ti00 (other than the infonaation referred to in footnote 4 is given 
on an attached sheet, such as the source of the Microorganism, the na»e<s) and the address(es) of any other 

5% ~ThI^™^ S> M ' th ™™ r *» i «> h " been deposited, or the criterion used JZ 

0 drafting the proposed taxononic designation (The supplying of such information is optional). 

The nane of the depositor sust be identical with the signature. 

ragged?' " le * al * m<tV th " si9natures of two representatives, officially nominated by this entity, are 

isrequired on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accoipany the signature(s). 



Form DSM-BP/1-Baeteria/Fungi (fourth and last page) 0488 



To 

DEUTSCHE SAMMLUNG VON MIKROORGAMISMEN 
UND ZELLKULTUREN GmbH 
Mascheroder Ueg 1b 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
DSH-Accessicn nuobar : 
Date culture received : 



BACTERIA/FUNGI 



JUJS^V^JI^V 0ePOS,TS UMDE » THE BUDAPEST TREATY THE NICROORGANISM,IOENTIFIED HEREUNDER AND 
UNDERTAKES HOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1 2 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 
HFIF-D 

M5219 (G-pPLa-HFIF-67-12) 
Taxonomic designation* : 

Escherichia coli 



The culture to be deposited is : 
(X ) a pure culture 
( ) a mixture of Microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



( 



Medium: 



as according to original 
deposit application for DSM 1851 



pH before sterilisation : 

Sterilisation min at *c 

pH after sterilisation: 

Oxygen relationship : 

( ) aerobic 

( ) microaerophi lie 

( ) obligate anaerobic 

Specific gaseous requirements : 

Incubation temperature: *c 
Incubation time: 

Short term storage at: *c 
Interval of transfer: 



4 Number, symbols etc., given to the (Bicroorganisiti by the depositor 

5 &£SZ b* eC ^Sd! hat ^ taXOOOn,iC ~**™i.n and/or scientific description (see ur«er VU.) of the 
Mark with a cross if additional information is given on an attached sheet. 

Form OSM-BP/1 -Bacteria/Fungi (first page) 0488 



IV. COW IT IONS FOR TESTING VIABILITY ( X,5 

V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) ( X ) 5 

Description of components: 



Method(s) for checking presence of components: 

5 Hark Kith a cross if additional information is given on an attached sheet. 
Form DSM-BP/1 Bacteria/Fungi (second page) 0486" 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT 


LEVEL 1 : 




( > LI ( > L2 






< > L3 ( ) u 






IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) 


YES 


( X) NO 


(if yes, please specify:) 




( X) 5 


( x> the undersigned is not aware of such properties 






If THE MICROORGANISM IS GENETICALLY MANIPULATED: 


1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 






general genetic recombination (rec): 






sensitivities: 






resistances: 






modifications: 






restrictions: 






autotrophics: 






2. DESIGNATION OF THE DONOR ORGANISM(S), THE DNA OF WHICH HAS BEEN CLONED 


INTO THE PLASM ID: 





If the strain is genetically manipulated the depositor must take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines* or equivalent national guidelines.) 

Please specify Aether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). eu 

1. THE SUBGENCMIC FRAGMENTS OF THE ONA DEFINETLY HAVE HO PATHOGENIC POTEHTIAL. 
< ) YES 

2. THE SUBGEHOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the ZKBS the DSM can only accept genetically manipulated, potentially 
pathogenic organisms for deposition Nhen a copy of the permit issued by the ZKBS (or by an equi- 
valent national biological safety coninission) for work on the organisms accompanies the deposition 
form 



The DSM only accepts for deposit microorganisms which belong to hazard group I or II according to DIN 
58956 (Beiblatt 1) Teil 1, Medizinische Nikrobiologie, ISBN 3-410-12028-9 and can be 'handled under the 
laboratory containment level L1 or L2 according to "Riehtlinien zun Sehutz vor Gefahren durch in-vitro 

j neukombinierte Nufcleinsauren" (5. uberarbei tete Fassung BMFT) 

6 Mark with a cross if additional information is given on an attached sheet. 

ZKBS * Zentrale (Commission fur Biologische Sieherheit (Central Comiission for Biological safety) 



Form 0SM-BP/1-Bacteria/Fungi (third page) 0488 



VIII. ADDITIONAL DATA 



IX. 0EPOSIT0R 9 



Biogen, Inc. 



Signature: 




James F. Haley, Jr. 
Ivor R. Elrifi 



Address: 



14 Cambridge Center 
Cambridge, Massachusetts 



02142 



Date: 



Attorneys for Biogen, Inc. 
Fish & Neave 
875 Third Avenue 
New York, New York 10 322 



y Mirk with a cross if additional information is given on an attached sheet. 

It is strongly rec amended that the scientific description and/or proposed taxonoaic designation (see I ) 

8 of the microorganism be indicated. 

Nark with a cross if additional information (other than the information referred to in footnote 4 is give 
on an attached sheet, such as the source of the Microorganism, the name(s) and the address(es) of any othi 
depositary lnstitution(s) with which the microorganism has been deposited, or the criterion used when 

0 drafting the proposed taxonomic designation (The supplying of such information is optional ). 
The name of the depositor must be identical with the signature. 

In case of a legal entity the signatures of two representatives, officially nominated by this entity, are 



tfiere the signature is retired on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form 0SH-BP/1 -Bacteria/Fungi (fourth and last page) 0488 



requi red. 



To 

DEUTSCHE SAMMLUNG VON NIKROORGANISMEN 
UNO ZELLCULTUREN Gob* 
Mascheroder usg lb 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
DSX -Accession nueber : 
Date culture received : 



BACTERIA/FUNGI 1 

THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED Aun 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED I NRU^E HEREUNDER AND 



IDENTIFICATION OF THE MICROORGANISM 



Identification reference 3 : 
HFIF-E 

K12AHI (G-pPLa-HFIF-67-12) 

Taxonomie designation 4 : 

Escherichia coli 



The culture to be deposited is : 
(X ) a pure culture 
( ) • mixture of microorganisms 
(Mark with a cross uhere applicable) 



II. CONDITIONS FOR CULTIVATION 



(x y 



Medium: 



as according to original 
deposit application for 
DSM 1852 



pH before sterilisation : 
Sterilisation min at 

pH after sterilisation: 
Oxygen relationship : 
( > aerobic 
( > microaerophi l ic 
( ) obligate anaerobic 
Specific gaseous requirements 

Incubation temperature: 
Incubation time: 
Short term storage at: 
Interval of transfer: 



•c 



*C 



•c 



containment level LI or L2 according to Hichtl n en run Schutz vor £?«hr^ th * [aborat ° r V 

2 Nukleinsauren" (5. uberarbei tete fassung BMFT) <*'ahren durch ,n-vitro neukombinierte 
This form may also be used if the undersigned converts into a deposit under the Budget ir..,„ ,k 
microorganism that he or his predecessor in title has already de£s eToutlide^^uLl^r ? r ! of 3 
depos.tary institution either before (Rule 6.4(d)) or afteri*"^ siii™ bv th« ir^Tl V Yl "' th the same 

3 international depositary authority. acquisition by that institution of the status of 

A Number, symbols etc., given to the microorganism by the depositor 

5 Z'rSTZL^ taXOn0miC ~«""™«« ".entific description (see u^er VM.) of the 

Mark with a cross if additional information is given on an attached sheet. 
Form DSM-BP/1-Bacteria/fungi (first page) (KM 



IV. CONDITIONS FOR TEST INC VIABILITY 



V. COMPONENTS OF KIXEO CULTURES (WHEN APPLICABLE) 



Description of components: 



Nethod(s) for checking presence of components: 



irk with a cross if additional information is given on an attached sheet. 



Form DSM-BP/1 Bacteria/Fingi (second page) 0488 



THE STRAIN HAS TO BE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 

< > LI ( ) L2 

< > L3 ( > L4 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( )YES ( X ) NO 

(if yes, please specify:) ( x } 5 



(X ) the undersigned is not aware of such properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 
1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recombination (rec): 
sensiti vi ties: 
resistances: 
modifications: 
restrictions: 
autotroph ies: 

!. DESIGNATION OF THE DONOR ORGANISM(S), THE DMA OF WHICH HAS BEEN CLONED INTO THE PLASMID: 



If the strain is genetically manipulated the depositor oust take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines 3 or equivalent nationalguidel ines. > 

F« 8 DEPotl^£ )*" her <WITH0UT * ° EFIM,TE A " SWER T ° THKE 0UEST,OMS THE a"™ 1 * CANNOT BE ACCEPTED 

1. THE SUBGENOMIC FRAGMENTS OF THE DNA DEFINETLY HAVE HO PATHOGENIC POTENTIAL . 
( ) YES 



2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 
IN THE LATTER CASE PLEASE NOTE : 



According to the regu ations of the ZKBS the DSM can only accept genetically manipulated potentially 
pathogenic organisms for deposit.on when a copy of the permit issued by the ZKBS lor bTan^qu? 
valent national biological safety conmssion) for work on the organisms accompanies ^depos?" 10 n 



l*UTl D ?J r for , de P°S! tm ' cr °<"-9anisms which belong to hazard group I or II, according to DIN 

58956 (Beiblatt 1) Tei I 1, Mediz.msche Nikrobiologie, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level L1 or L2 according to "Richtlinien zun, Schutz vpr Gefahren durch^vvUro 

5 neukombinierte Nukleinsauren" (5. uberarbeitete Fassung BMFT) 

6 Mark with a cross if additional information is given on an attached sheet 

ZKBS = Zentrate Komnission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form DSM-BP/1-Bacteria/Fungi (third page) 0488 



VIM. ADDITIONAL DATA 




IX. DEPOSITOR 



n«: Biogen, Inc. 



Address: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



Date: 



James F. Haley, Jr. 
Ivor R. Elrifi 
Attorneys for Biogen, 

Fish & Neave 

87 5 Third Avenue 

New York, New York 1002 



Hark with a cross if actional ir.-onaation is given on an attached sheet. 
It is strongly recommer ded that the scientific description and/or proposed taxononic designation (see I ) 
ot the microorganism bt indicated. 

Mark with a cross if additional information (other than the information referred to in footnote * is qiven 
onan attached sheet, such as the source of the microorganism, the name(s) and the address(es) of any other 
£^!I!7k '^l!!"' 5 * M ' th Md> th * » icroor S>""«» h*s been deposited, or the criterion used when 
drafting the proposed taxonomic designation (The supplying of such information is optional ). 

The name of the depositor must be identical with the signature. 

re^u"ed? f " te9<,t "" tity ^ * i9n,tures of tw0 «P"Mnt.tivw, officially nominated by this entity, are 
Where the signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form OSM-BP/1 -Bacteria/Fungi (fourth and last page) 0488 



The deposit is made in accordance with Rule 28 EPC / with the Swedish patent legislation 
(delete, if not applicable) 

Name and address of depositor: (3> / 0 6" £ SJ M V 

Z4 Handel ska^i 

^t/racao k)<L±Ue<\anA An+illes 

Identification reference of the ' 

microorganism given by the depo- 

si tor (strain number, symbols etc.): \A p X P ~ ^ .. 

/v\sziq (6-- o PLau - HFlF-Gl-tZ 

Taxonomic designation. of the 

microorganism: £~ £. 0 |", 

A scientific description of the microorgjmis.Ti is attached on a separate sheet: 

YES □ NO ft 

The microorganism to be deposited is 

a pure culture YES NO [] 

a mixture of strains : YES Q NO ££| 

In case of a mixed culture, please give a concise description on a separate sheet-about the 
components and methods to determine their viability. 

Does the microorganism and/or ist metabolic products present any hazard for man. animals 
plants or the environment: (if any, please specify on a separate sheet): ' 



NO [3 

hand defrvtuj 

The microorganism will be eaot to the DSM directly by the depositor. 



P3 

[—J The micrvorganistn u-_ll be sent to the DSM on behalf of the depositor by 

tne folio. mg depository under the designation and accession number given: - - 

The microorganism may be rendered accessible after receipt and deposition to any third party 
n without 8ny restriction 

S^°fsi n ^M°rnri- and , t ?J he aareefl,ent ^weer. the European Patent Organisation 

and the DSM (Offxcial Journal EPQ 2, 301-307, 1978) and/or \ i&d " on 

f>5 fVPZiiF tne Swedish patent legislation and to the agreement between the Swedish 
l£k Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) Swedish 

i£J" X '??? SC Z " ith 2* " Decla «tion of Release" to be filed by the depositor with the 
Id DSM and the German Patent Office (at present Form 27*0) • C - 

in accordance with a) Title 37, Code of Federal Regulations. Section 1.14 (37.CFR 1 10) 

Sand Title 35, United States Code section 122 (35 U.S.C. 122 of the United States of 
America and b) without any restrictions on the availability to the public of S culture 
upon granting of the United States patent wherein the deposited microorganism spS, 
or the disclosure of the invention y™u=»™ is. partj. 

IS 

in accordance with the French patent law 
□ ^eet COfdanCe * iUl cond . itions as s P ec i f "d by the depositor on enclosed separate • 

(Please mark what applies) 



P.T.O. 



Temperature: 
Incubation tine: 

Short-term storage at 4"* °c 
Interval of transfer: » / M „ 

Liquid culture 

s ta tionary Q shaker Q 

Agar culture 

plate Q slant □ stab £3 



Any other method: 

Long term preservation: 

Freeze drying Q .liquid nitrogen storage ££J ,other (please specify) Q 

Pre-drying/freezing medium: 



Time and tcmperatur of incubation: 
Suspending fluid: 

Recovery medium: 
(Viability testing) 

Additional remarks: 



6en-h 4-Ji>ne /<?£<0 

Place 



date 




Signature of depositor 



ftikmey -fir SiOGrEU 4/^ 



The deposit is made in accordance with Rule 28 CPC / with the Scredish patent legislation 
(delete, if not applicable) 

Narae and address of depositor: Q j qQ ^ [\/ \/ 

Curacao, tda+ker\<z*cl A/j-K, lies 

Identification reference of the 

microorganism given by the depo- LJ CT d C 

sitor (strain number, symbols etc.): r"1 ' X r - " CI 

K 12 A HI (6-- pPL?t - HPIF-67-IZ 

Taxonomic designation of the ' 
microorganism: ^q\' 

A scientific description of the microorganism is attached on a separate sheet: 

YES □ NO ^ 

The microorganism to be deposited is 

a pure culture YES [>£| NO [] 

a mixture of strains : YES Q NO 

In case of a mixed culture, please give a concise description on a separate sheet- about the 
components and methods to determine their viability. 

Does the microorganism and/or ist metabolic products present any hazard for nan, animals, 
plants or the environment: (if any, please specify on a separate sheet): 

YES Q NO 

K7I ha*d dr. i'l f«<3 

The microorganism will be iiatr to the DSt-1 directly by the depositor. 

I | The microorganism will be sent to the DSM on behalf of the depositor by : 
' — ' the following depository under the designation and accession number given: - ' - 

The microorganism may be rendered accessible after receipt and deposition to any third party 

I I without any restriction 

mra according to Rule 28 EPC and to the agreement between the European Patent Organisation 
lt> and the DSrt (Official Journal EPO 5, 301-307, 1978) and/or 

C7| according to the Swedish patent legislation and to the agreement between the Swedish 

I^J Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

|^7J in accordance with the "Declaration of Release" to be filed by the depositor with the 

LoJ DSM and the German Patent Office (at present form 2750) 

in accordance with a) Title 37, Code of Federal Regulations. Section 1.1ft (37.CFR l lft") 
_ and Title 35, United States Code section 122 (35 U.S.C. 122) of the United States of 
yd America and b) without any restrictions on the availability to the public of the culture 

upon granting of the United States patent wherein the deposited microorganism, is partx 

of the disclosure of the invention 

JS in accordance with the French patent law 

□in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 

(Please mark what applies) 



P.T.O. 



Temperature : 2$ °£ 
Incubation tine; 

Short-term storage at A- °C 

Interval of transfer: . 

Mev&f eXce-ed 



Liquid culture 
stationary Q shaker Q J 
Agar culture 

plate lZ] slant Q stal ? 



Any other method: 

Long term preservation: 

Freeze drying Q .liquid nitrogen storage (2 .other (pie se specify) Q 

Pre-drying/freezing medium: 



Time and temperatur of incubation: 
Suspending fluid: 

Recovery medium: 
(Viability testing) 

Additional remarks: \ 



Place date 



Signature of depositor (_/ 



The deposit is made in accordance with Rule 28 EPC / with the Swedish patent legislation 
(delete, if not applicable) 

Name and address of depositor: «-> i r\ s r— t , > 

24- rtaMe\$U.aA 
Curacao, tJc+U&r (aiod A»tHII g S 

Identification reference of the 
microorganism given by the depo- 

sitor (strain number, symbols etc.): |-j p J p — |— 



Taxonomic designation of the 
microorganism: 



A scientific description of the microorganism is attached on a separate sheet: 

YES Q no (2 

The microorganism to be deposited is 

a pure culture YES NO [] 

a mixture of strains : YE5 NO J>^} 

In case of a mixed culture, please give a concise description on a separate sheet-about the 
components and methods to determine their viability. 

Does the microorganism and/or ist metabolic products present any hazard for man animals 
plants or the environment: (if any, please specify on a separate sheet): r 



YZS □ NO jK[ . 

The microorganism will be «eat. to the OSH directly by the depositor. 



J* 

[~~] Th * microorganism will be sent to the DSM on behalf of the depositor by " 
— the following depository under the designation and accession number given: - ' ~- 

The microorganism may be rendered accessible after receipt and deposition to any third party 
1 I without any restriction 

it* according to Rule 28 EPC and to the agreement between the European Patent Organisation 
JC* and the DSM (Official Journal EPQ 5, 301-307, 1978) and/or 

K-7J according, to the Swedish patent legislation and to the agreement between the Swedish 
h& Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

153 i? accordance with tne "Declaration of Release" to be filed by the depositor with the 
DSH and the German Patent Office (at present Form 2750) • 

in accordance with a) Title 37, Code of Federal Regulations, Section 1.14 (37.CFR 1 U) 
and Title 35, United States Code section 122 (35 U.S.C. 122) of the United States of 
(£J America and b) without any restrictions on the availability to the public of the culture 
upon granting of the United States patent wherein the deposited microorganism is part./ 
or the disclosure of the invention 

jS in accordance with the French patent law 

D sheet 00 ^ 30 " ^ Conditions as specif*^ by the depositor on enclosed separate • 

(Please mark what applies) 



P.T.O. 



Temperature: ^ o C 
Incubation time: 

Short-term storage at 4* °C 
Interval of transfer: 

hl^cf exceed 2&\ 

Liquid culture 
stationary Q shaker Q 
Agar culture 

plate □ slant Q stab H 



Any other method: 

Long term preservation: 

Freeze drying Q .liquid nitrogen storage ^ 



, other (please specify) | } 



Pre-drying/f reezing medium: 



Time and temperatur of incubation: 
Suspending fluid: 



Recovery medium: 
(Viability testing) 



Additional remarks: 



Place 



date 




Signature of depositor 



Name and address of depositor: Q lO^^/O JU. V/. 

l/Jillems-f-eci 

Identification reference of the 

microorganism given by the depo- H f"* I F ~ 6* 

sitor (strain number, symbols etc.): . . _ „ . _ , . 

Msziq C6-- p PL c - Hpip- £7 

Taxonomic designation of the r- . 

microorganism: , CO I J 

A scientific description of the microorganism ia attached or. a separate sheet: 

The sucroorganism to be deposited is 

a pure culture YES NO Q 

a mixture of strains : . YES Q no fjjQ 

In case of a mixed cult-jre, please give a concise description on a separate sheet-about th- 
components and methods to determine their viability. P " atJOUt the 

S!nh« h ^ m iK rO0r93niS,n a " d/or * st diabolic products present any hazard for man, animals 
plants or the environment: (if any, please specify on a separate sheet): animals, 

YES □ NO {3 . 

The microorganism will be -*sjt to the DSH directly by the depositor. 

□ It? J^f 00 ^ 3 "^ °e sent to the DSH on behalf of the depositor by 

«-» the following depository under the designation and accession number given: • " . - 

The microorganism may be rendered accessible after receipt and deposition to any third party 
1 ) without any restriction 

R7| i" accordance with the "Declaration of Release" to be filed bv the deon^fnr „uk ^ 
DSH and the Cerman Patent Office (at present Form 2750) depositor with the . 

in accordance with a) Title 37, Code of federal Regulations, Section 1 14 ("37 rrp i , A \ 
J3 in accordance with the French patent law 

□ sheet?° rdanCe ^ COnd ^ tions a = sP«"fied by the depositor on enclosed separate •. 

(Please mark what applies) 



P.T.O. 



temperature: Q <— 

Incubation time: 

Short -tern storage at ^ °c 
Interval of transfer: 

Liquid culture 
stationary Q shaker Q 
Agar culture 

plate □ slant Q stab 0 
Any other method: 

Long term preservation: 

Freeze drying Q ,i iauid nit rogen storage , ot her (please specify) □ 

Pre-drying/freezing medium: 



Time and temperatur of incubation: 
Suspending fluid: 

Recovery medium: 
(Viability testing) 

Additional remarks: 



Place 



date 




Signature of depositor 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The adcroorganisa mentioned below has been deposited with the Deutsche Samalung von Milcro- 
orgarusaen. 

(fame and address " Biogen N.V. 

of depositor: 24 Handelskad 

Willefnsted 

Curacao, Netherland Antilles 
Identification reference of HFIF-8 

the Bicrooroanisa used by • HB101 ( G-pBR3 22 ( Ps t ) /HF I F 6) 

the depositors 

Taxenonie designation of 

the ■i cr oor gan iaa provi- Escherichia coli 

dad by the depositor: 

DSM accession number of DSM 1792 

the sderoorganisa; 

Date of receipt of the April 2, 1980 ~ 

viable microorganism: 

In addition to the identification reference and the taxononic designation the depositor 
)pX&XCfeMV has not provided a scientific description of the microorganism. 

I X -f The BicToorganisa has been sent to the DSN directly by the depositor. 

□ The aicroorganisa has been sent to the DSN on behalf of the d epos i t o r by the following 
depository under the designation and . accession nuaber given: 



As stated by the depositor the mierooganisa may be r ende r ed accessible to any third party 
under the following conditions x 

( } without any restrictions _~ 

m according to Rule 28 EPC and to the agreement between the European Patent Organisation 
and the OSM (Official Journal EPO 5, 301-307, 1978) and/or 

E according to the Swedish patent legislation and to the ag r eemen t between the Swedish 
Patent Office and the DSM (Svenek Patent ti doing nr 12, 1979) 

Sin accordance with the "Declaration of Release" to be filed by the depositor with the 
DSN and the German Patent Office (at present Farm P 2570) 

in a ccord an t* with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Cade, section 122 (35 U.S.C. 122) of the United States of 
|X] America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited aicroorganisa is part 
of the disclosure of the invention 

fx] in ac c orda nce with the French patent law 

□ in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 

Gottingen, April 2, 1980 - , .CZft^Af 



- -PEUTBCWE I I M fl VON !0KFXX3fK a A MI Salft r r 

Place data ^ Signature 

OeeatacftafifQr Bkaecftnoiogiscfta <: oracnunQ moH 
Grissbacftsusae 8 

D-3400 Gottnoon \ 

Getallschatt tor BiotacfinologiKfM fotaeftung mOH, MuctwoOif W«o 1, 3300 Br aufwchwrtg.^ Tau (0531) 70 08—1. T«i«: 9— 5 2667 

Vor*ltxtnd«f d«« Aultichi«r«ts: GwsciaiUIOhrwr. Bamuonio: AetftitfQeticftt: 

MIn. OU. Of. FtreUflch BiscftoH Df. Marta-Beoina Kula G«0». LOObeeht. Bf«ur«et»w«ig Amugencm B«ur»»chwe.g 

Dr. H«mul Zelttrftatf Konl© 23 781 (BU 270 305 00) HRB 477 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Samnlung von Hikro- 
orgafusmen* 

Naaeiind address Biogen N.V. . 

of depositor: * , , . 

24 Handelskad 

Willerasted 

Curacao, Nethsrland Antilles 

Identification reference of 

the microorganism used by HFI F-C 

the depositor: HB101 ( G-pBR322 ( Pst ) /HFIF 7) 

T axo nomic designation of 

the Bttcroorganisa provi- Escherichia coli 

dad by the depositor; 

OSM accession number of OSM 1793 

the microorganism i 

Date of receipt of the April 2. 1980. 

viable oucroorganism: ' 

YY^'yY 1 ^ 0 " to identification reference and the taxonomic designation the depositor ^na? 
pca\iooH / has not provided a scientific description of the mi cr oo rga nism. 

EZ3 The microorganism has been sent to the DSN directly by the depositor. 

|— | The microorganism has been sent to the DSM on behalf of the depositor by the following 
•— • depository under the designation and accession number given: 



Aa stated by the depositor the microoganisa may be rendered accessible to any *hird par* 
under the following conditions: 

n without any restrictions 

H according to Rule 28 EPC end to the agreement between the European Patent Organisation 
and the DSM (Official Journal EPO 5, 301-307, 1978) and/or ™ 

S according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Office and the DSM (Svenak Patcntti doing nr 12, 1979) 

Sin accordance with the "Declaration of Releasa" to be filed by the depositor with the 
DSM and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, united States Code, section 122 (35 U.S.C. 122) of the United States of 
I 1 America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited microorganism is part 
of the -disclosure of the invention 

in accordance with the French patent law 
□ 10 accordance with the conditions as specified by the depositor on enclosed separate 



Gottingen, April 2, 1980 - .CZGlJ- 1 



date PCOTBCHE <T M eilLL fN G VOW MlKROOfXUM*asS*ire 

der 

G«safl*cnaft f&r Bioiocfwo*ogiscfte Forscftung moH 
GnsefiacnsuaOe 8 

; D XOOGuiiuiym i 

GaMllachalt tor Bioiacftnoiogiscti* Fortcrtuno m6M. MaschafOdar Wag 1. 3300 fcaunscAwatq. TeU (0531) 7006—1. Taiac: 0—5X6? 

Voraltiandat da* AuisicMwrnis: GascrUfistQrvar Bankkooio: Ragistargancnt: 

Mln. Dir. Dr. Fneflricft Biscftolf Or. Maria-Ftegina Kula G«br. LADDacka. Braunscttwaig Ainugaficnt Braurucn»c< 

Or. Halrrwt 2aittr*gar Konio 23 781 (BL2 270305 00) MRS 477 



The aieroorganisa mentioned below has been deposited with the Deutsche Saoalung von Mikro- 
cr gangsmen* 

. BIOGEN N.V. 
Willemsted, 

Curacao, Netherland Antilles 

Identification reference of HFIF-0 
the microorganisa used by 

the depositor: M5219 ( G-pPLa-HFIF-6'7-12 ) 

Taxonoaic designation of c . . . . . . 

the aicxoorgaaiaa provi- Escherichia coll 

dad by the depositor: 

DSn accession number of 

the oicroarganisa^ DSM 1851 

Date of receipt of the June 5, 1980. 

viable mxcroargarusa: 

Inaddition to the identification reference and the taxonoraic designation the depositor MfeX 
WJWCwX* / has not provided a scientific description of the microorganism.. 

□ The nicroorganisa has been sent to the DSM directly by the depositor. 

I I microorganism has been sent to the DSM on behalf of the depositor by the followina 
' — 1 depository under the designation and accession number given.- 

Asatated by the depositor the aicrooganisa may be rendered accessible to any third pax'.y 
under the following conditions! 

[ ! witiioui v.y x tatr^ctiacj 

□ aceordingto Rule 28 ETC and to the agreement between the European Patent Organisation 
and the DSM (Official Journal EPO 5, 301-307, 197 B) and/or 9 

□ according to the Swedish patent legislation and to the agreement between the Swedish 
Patent Orfice and the DSM (Svensk Patenttidning nr 12, 197?) 

HA acc ° rd » nc » »ith the "Declaration of Release- to be filed by the depositor with the 
I — » OSM and the Ceraan Patent Office (at present Form P 2570) ' 

ii V cco r d *C e * with ») Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
. and Title 35, united States Code, section 122 (35 U.S.C. 122) of the United States of 
L5i A" 8 "" and b) without any restriction on availability to the public of the culture 
upon granting- of a United States patent wherein the deposited nicroorganisa is Dart 
of the disclosure of the invention 

(3 accordance with the French patent law 

| [ ■ccordanco with the conditions as specified by the depositor on enclosed separate 

CSttingen, June 5 , 1980 , .CQ&Mjl S 

Placa date PSUTSCHg ^M a HL U H G VOM UUKBQOBGA*i6*l gi nttun 

<Jef 

O aai»ic hrt farBtoUK«ww>ooJachwFon«l^n*H 
Gneeoacftsocte 8 

: D-344X) fioftiDgflq , 



C«Mllschaft (Or 8*>ttcfmo4ogiacft« ForacfHjng moM, MascftarMar Wag 1. 3300 Bfaunscftwaie. TetJ (OS 31) 7008—1. Telti: 9— 5 28 67 

VoralUandat an Aul*>Oifvats: GaacrUHsrOhrac Bankkonio: Regisiafnaricni: 

Mln. Dir. Of. Fn«<Jrtcf) Biscnotl Or. Maha-Aegina Kuta Gcbf. LQDbacfc*. Brawnschwet? Amtsgsncftt B/»wmeJiw«^j 

Of. Helmut Zo.tlf»o»» Konto 23 78T <BLZ 270 306 00) MftB 477 



^croorgani*. mentioned below has been deposited with the Deutsche S*»lung von MiWro- 

Name and address BIOGEN N 1/ 

of depositor: 24 Handeiskad- 

Willemsted, 

Curacao, Netherland Antilles 
Identification reference of urrr r 

the microorganism used by * r ~, 

the depositor: K12aHI (G-pPLa-HFIF-67-12) 

Taxonomic designation of 

the aucroorganisa provi- r««K-. • . . 

ded by the depositor: Escherichia coll 

DSH accession number of 

the aicroorganisa; QSH ^852 

Date of receipt of the 

viable adcroorganisa: June. 5,, 1980 

E Th. ucroorgniai ta.b» »„ t to U» DSM dlreeU, by th. <tepaitop. 

£-s*s ^^r^~," ier, ^ ni ~ ~ y * »**«-—»»• t. «^ ^ 

1 I uit»iout any rustri^iiona 

El P^ten^frt^^ » °* — r with the 

---^35^ iniced^s^ 

. ofth? diSo^r. o^inf ^SoS ' ~croorg»ni» is part 

S *" accordance with the French patent lav 

Q injccordance with the condition a, specified by the depositor, on enclosed separate 



Gottingen, June 5,1980 ' . ^ CTYi 

JZZ — BSUTBCHE SAMMUJNG VON w^^. nMB) ^ xVJMUf 

„_ _„ • aer Signature 

Oai iNicnati ttr Btotacnnoiociacna Forwnung moH 

Gfaebacrtanae ft 

; , D-340Q GflttirHjen 

Gasall.cftai. ,o, B.o.actvv**..**. Fo^eftung mt,H. Maaei^ee* Mag 1. 3300 B,.un,c*w I0 . Tat: (09 31) 70 08-1. T..„: 9-SM«7 

Vorsitzendtr das Aulstcms/ais: GescKIMjfOHrar Bankkonto- n 

U.n. Oi.. 0«. F,. M „cn Sacholf 0{ . »Ur.»Aro.na Kuia Geor LOObee*. Br^ut,^, *e«.*«e.pe..cnt: 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Saonlung von Hikro- 
organismen. 

Nam and address 8I0GEN N.V. 

of depositor: 24 Handelskad 

Willemsted, 

Curacao, Netherland Antilles 

Identification reference of 

the microorga n is m used by HFIF-F 

tha depositor: M5219 (G-pPLa -HFIF-67-12A19 ) 

Taxonomic designation of 

the microorganism provi- Escherichia coli 

dad by the de pos i t ors 

OS?f accession number of nCM i a c ■» 

tha microorganism: Don Iojj 

Data of reeeipt of tha June 5. 1980 " 

viable microorganism: ° 

on to fie identification reference and tha taxonomic designation the depositorXDfeX 
/ has not provided a scientific description of the microorganism. 

<$ The nicroorganisa has been sent to tha DSM directly by the depositor. 

O The oicroorganism has bean sent to the DSM on behalf of the depositor by the following 
depository under tha designation and accession nunbar given: 



Aa stated by the depositor the microoganisa nay be rendered accessible to any third party 
under the following conditions: 

O without &ny restrictions 

£t according to Rule 28 EPC and to the a g r e emen t between the European Patent Organisation 
Vr and the DSM (Official Journal EPO 5_, 301-307, 1978) and/or 

® according to the Swedish patent legislation and to the agreement between tho Soedish 
Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

r\ In accordance with the "Declaration of Release" to be riled by the depositor with the 
w DSM and the German Patent Office (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the United States of 
. Q0 America and b) without any restriction on availability to tha public of the 'culture 
• upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 

® In accordance with the French patent lew 

fS *n accordance with the conditions as specified by the depositor on enclosed separata 
w sheet. 

Cottingen, June 5,19 80 ^jCQlUJ f 

QaeaNscnatl f Or Biotechnoiooisene Forscnung rrioM 
Grisaeacrtaowtea 

: H-'UOO Qonirtgcn 



CMCilsctull lOr Biotacnnoioolscft* Forscttuna mBM. Mascftarodar Wag 1. 3300 Braunscnwwc TtlJ (OS 31) 7008—1. Tain: 9—9 26 67 

Vorsiuandaf das Aulvcmsrau: GaaeMltstOhrac Banfcfconto: Ragtstargoncnt: 

MtA. Dir. Or. Ftiad/icrt Bitched Or. M.vla-RcQina Kula Gebr. Labtxtck*. Brau«scr<we^| Amtjgenent BrwmcnwwQ 

Or. Helmut Zcimagar Kante 23 761 (BLZ 27O3O0 0OJ HRB 477 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Samlung von Mikro 
or ganiwien • hjv™— 

Name and address _ 

of depositor: BIOGEN N.V. 

24 Handelskad 

Willems t ed , 

Identificauon reference of Curacao, Netherland Antilles 

the microorganism used by 

the depositor: HFIF-G 

. u t M5219 (G-pPlc-HFIF-67-8) 

TaxonoBuc designation of 

the microorganism provi- 

ded by the depositor: tscherichia COll 

DSN accession number of DSM 18 54 

the microorganism: 

Date of receipt of the - 
viable microorganism: June 5, 1980 

itL'IZZ^TS 0 i^tifi^tio? reference and the taxonomic designation tho depositorXrfca* 
/ has not provided a scientific description of the microorganism. 

® The microorganism has been sent to the DSM directly by the depositor. 

O Jha Hdcroorganism has been sent to the DSM on behalf of the depositor by the followino 
depository under the designation and accession number given: ^ 



O without any restrictions 

® "^f^c^ 0 /™ f 8 , 6 ? t 2" w •9 ro ~* between the European Patent Organisation 
w and the DSN (Official Journal EPO 5, 301-307, 1978) and/or y 

<5 P^f^nL^^^Pf^^f^tior and to the agreement between the Swedish 
Patent or fice and the DSM (Svensk Patanttidning nr 12, 1979) 

© £L*?S r i ne ? * ith ""•deration of Release" to be filed by the depositor with the 
w DSM and the Carman Patent Office (at present Form P 2570) 

i^*?Tf^r M^JjM^ ^ ^ 0f FederaI Regulations, section 1.14 (37.CFR 1.14) 
and Title 35, United States Coda, section 122 (35 U.S.C. 122) of the united States of 
© America and b). without any restriction on availability to the public of the culture 

© in accordance with the French patent law 

O f n »! COPdanC8 " ith conditiona " "Pecified by the depositor on enclosed separate 

Gottingen, June 5,1980 - v f"7*y 

— : WT3Qi£ SAMUUMQ VOW WKROQTOAMWi^ ^>^<SLUj^ 

Plac* da U *» Signature 

Ow U cf u H tOf Biotecnnokjg i» Lhe foncnung woM 
Gnseoacnstraae 8 

. D-34QQ Gottmgen ' 

Gmllscfuft I0f BiotKhmxogiscn* Forscftung mW. Masertaredw Weo 1. 3300 Braunschweig, let: (OS 31) 70 0*— 1. Tata: 9—5 2fl 67 
Vor»ltiand«r dea Aufsicnttraia: Gesctuitsroftrac Banhkonio- R»ni»i«»o«T*ent 

Dir - °'- *'•<"'«> B.scnotl Of. Maria-flet,.*. Kula GcOr. Looi-xKe. Q„un 3 ehw.. 0 Am«, C .,,cf.t r.:;.-:iieriweio 

Of. Haifmjt Zaittragw Konto 23 7Bi (Ot_z 270 30iod) hPB 477 



INTERNATIONAL FORM 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT ISSUED PURSUANT TO RULE 7 3 
AND VIABILITY STATEMENT ISSUED PURSUANT TO RULE 10.2 
To: (Name and Address of Depositor or Attorney) 



James F. Haley, Jr., Ivor R. Elrifi 
Fish & Neave 
875 Third Avenue 
New York, NY 10022 



Deposited on Behalf of: Biogen, Inc. (Docket B8/B8 C IP) 

Identification Reference by Depositor: ATCC Designation 

Escherichia cpji M5219 (G-pPLA-HFIF-67-1 2deltaMI), HFIF-H 31824 
Escherichia coli HB101 (p[325]-qHFIF-4), HFIF-I 31825 

The deposits were accompanied by: a scientific description _X_ a proposed taxonomic 

description indicated above. 



The deposits were received February 26. 1981 by this International Depository Authority and 
have been accepted. A request to convert the deposits to a deposit under the Budapest Treaty 
was received on October 23, 1991. 

AT YOUR REQUEST: 

_X — We will inform you of requests for the strains for 30 years. 

The strains will be made available if a patent office signatory to the Budapest Treaty certifies 
one's right to receive, or if a U.S. Patent is issued citing the strains. 

If the cultures should die or be destroyed during the effective term of the deposit it shall be 
your responsibility to replace them with living cultures of the same. 

The strains will be maintained for a period of at least 30 years after the date of deposit and for 
a period of at least five years after the most recent request for a sample. The United States 
and many other countries are signatory to the Budapest Treaty. 

The viability of the cultures cited above was tested October 25. 1991 . On that date the 
cultures were viable. ' 



International Depository Authority: American Type Culture Collection, Rockville, Md. 20852 USA 
Signature of person having authority to represent ATCC: 

Date: October 28, 1991 



gnatare of person having authority to re; 
Bobbie A. Brandon, Head, ATCC Patent Depository 



Biog-in Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 



USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


i 

I. IDENTIFICATION OF THE MICROORGANISM j 

f 


Identification reference given by the DEPOSITOR 

HFIF-A 


i 
i 

Accession number given by the j 
INTERNATIONAL DEPOSITARY AUTHORITY | 

i 


HB101(G-pBR322 (Pst)/HFIF 3) 


DSM 1791 i 

l 


II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION ! 


The microorganism identified under I. above waa accompanied by: 


1 

1 

I 
i 

i 


( ) a scientific description 

( X ) a proposed taxonomic designation 


j 


(Mark with a cross where applicable) 


i 


I 

III. RECEIPT AND ACCEPTANCE | 

i 


__ j 

This International Depositary Authority accepts this microorganism identified under I. above, which was received by it I 
on 1981-10-01 (Date of original deposit) 1 

l 


IV. RECEIPT OF REQUEST FOR CONVERSION 


'The microorganism identified under I above was received by this International Depositary Authority on 1980 — 04—02 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991 — 10 — 24 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 1 

i 

i 
i 


Signature(s) of person(s) having the power 

to represent the International Depositary Author. i > 

or of authorised official(s): 


Adress: Mascheroder Weg 1 B | 
D-3300 Braunschweig j 

! 

i 


_ • <X '. ' '• ~ , — ? ^ 
Date: 1991-10-28 



Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquired 
Form DSM-BP/4 (sole page) 025)1 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 VIABILITY STATEMENT 

issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 



I. DEPOSITOR II. IDENTIFICATION OF THE MICROORGANISM 



Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1791 

Date of the deposit or of the transfer': 

1981-10-01 



Name: Biogen Inc. 

14, Cambridge Center 
Address: Cambridge 

Massachusetts 

USA 02142 



III. VIABILITY STATEMENT 



The viability of the microorganism identified under II above was tested on 1989—07-07 
On that date, the said microorganism was 

( X ) 3 viable 

( ) 3 no lon/er viable 



IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 



IV. INTERNATIONAL DEPOSITARY AUTHORITY 



Name: DSM DEUTSCHE SAMMLUNG VON 


Signature(s) of person(s) having the power 




MIKROORGANISMEN UND ZELLKULTUREN GmbH 


to represent the International Depositary Authority 




Address: Mascheroder Weg 1 B 


or of authorized official(s): 




D-3300 Braunschweig 


Date: 1991~10-28 





Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (date . f new 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
Mark with a cross the applicable box. 

Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14 , Cambridge Center 

Cambridge 

rlaSSaCnUSctUb 




USA 02142 


RECEIPT IN THE CASE OF AN ORICI.VAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 


HFIF-B 




HB101 (G-pBR322 (Pst)/HFIF 6) 


DSM 1792 



II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 



The microorganism identified under I. above was accompanied by: 



( ) a scientific description 

( X ) a proposed taxonomic designation 



(Mark with a cross where applicable) 



III. RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts this microorganism identified under I. above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 



IV. RECEIPT OF REQUEST FOR CONVERSION 



The microorganism identified under I above wa> received by this International Depositary Authority on 1980 — 04-02 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 



received by it on 1991—10 — 24 (date of receipt of request for 


conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: 


| 
1 

DSM-DEUTSCHE SAMMLUNG VON j 


Signature(s) of person(s) having the power 




MIKROORGANISMEN UND ZELLKULTUREN GmbH j 


to represent the International Depositary Author, - .. 






or of authorized official(s): 


Adress: 


Mascheroder Weg 1 B ' 






D-3300 Braunschweig 








Date: 1991-10-28 



' Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquired 
Form DSM-BP/4 (sole page) 0291 



Biogen Inc. 
14 , Cambridge 
Cambridge 
Massachusetts 
USA 02142 



Center 



VIABILITY STATEMENT 
issued pursuant co Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 



1. ULrUol 1 UK 


I II. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc. 

14, Cambridge Center 
Addresa: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1792 

Date of the deposit or of the transfer': 

1981-10-01 


III. VIABILITY STATEMENT 





The viability of the microorganism identified under II above was tested on 1989—07 — 07 
On that date, the said microorganism was 



( X ) J viable 

( ) 3 no longer viable 



IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 



IV. INTERNATIONAL DEPOSITARY AUTHORITY 



Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 



Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorised official(s): 



Date: 1991-10~28 



1 Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (d^;- 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
Mark with a cross the applicable box. 
4 Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14 , Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 

HFIF-C 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 


HB101(G-pBR322 (Pst)/HFIF 7) 


DSM 1793 


II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above was accompanied by: 




( ) a scientific description 

( X ) a proposed taxonomic designation 




(Mark with a cross where applicable) 




III. RECEIPT AND ACCEPTANCE 


This International Depositary Authority accepts this microorganism identified under I. above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 


IV. RECEIPT OF REQUEST FOR CONVERSION 


The microorganism identified under I above was received by this International Depositary Authority on 1980 - 04~ 02 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991 — 10 — 24 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORG ANISMEN UND ZELLKULTUREN GmbH j 


Signature(s) of person(s) having the power 

to represent the International Depository Authont> 

or of authorised official(s): 


Adress: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Date: 1991-10~28 



Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquired 
Form DSM-BP/4 (sole page) 0291 



Biogen Inc. 

14 , Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc . 

14, Cambridge Center 
Address: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1793 

Date of the deposit or of the transfer 1 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under II above was tested on 1989 - 07 — 07 } 
On that date, the said microorganism was 


( X ) 3 viable 




( ) no longer viable 




IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 


t 

1 

■ 1 


IV. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORG ANISMEN UND ZELLKULTU REN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 


1 

Signature(s) of person(s) having the power | 
to represent the International Depositary Authority | 
or of authorised official(s): 

Date: 1991-10-28 



1 Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date . . < 
deposit or date of the transfer). 

2 In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
^ Mark with a cross the applicable box. 

4 Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AL'THORITY 
identified at the bottom of this page 



I. IDENTIFICATION OF THE MICROORGANISM 



Identification reference given by the DEPOSITOR 
HFIF-D 

M5219 (G-pPLa-HFIF-67-12) 



Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1851 



II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 



The microorganism identified under I. above was accompanied by: 

( ) a scientific description 

( X ) a proposed taxonomic designation 



(Mark with a cross where applicable) 



III. RECEIPT AND ACCEPTANCE 



This International Depositary Authority accepts this microorganism identified under I. above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 



IV. RECEIPT OF REQUEST FOR CONVERSION 



The microorganism identified under I above was received by this International Depositary Authority on 1980" 06 — 05 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991 — 10 — 24 (date of receipt of request for conversion). 

V. INTERNATIONAL DEPOSITARY AUTHORITY 



Name: DSM -DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN CmbH 



Adress: Majcheroder Weg 1 B 
D-3300 Braunschweig 



Signature(s) of person(s) having the power 

to represent the International Depositary Authc 

or of authorized official(s): 



Date: 1991-10-28 



1 Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquired 
Form DSM-BP/4 (sole page) 0291 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 



USA 02142 




VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc. 

14, Cambridge Center 
Address: Cambridge 

Massachusetts 

USA 02142 




Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1851 

Date of the deposit or of the transfer': 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under II above was tested on 1990 — 1 1—29 2 
On that date, the said microorganism was 


( X ) 3 viable 






( ) 3 no longer viable 






IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 


i 


IV. INTERNATIONAL DEPOSITARY AUTHORITY 






Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORG ANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Signature(s) of person(s) having the power 

to represent the International Depositary Autnonty 

or of authorized official(s): i 

1 

/ ' - 

""/""" ! 
Date: 1991"10-28 



Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant drue 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), r--fer to the most recent vr bility test. 
Mark with a cross the applicable box. 

Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM i 

i 


Identification reference given by the DEPOSITOR 

HFIF-E 


Accession number given by the \ 
INTERNATIONAL DEPOSITARY AUTHORITY: 

1 


K12£HI (G-pPLa-HFIF-67-12) 


DSM 1852 | 


II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION j 


The microorganism identified under I. above was accompanied by: 


! 


( ) a scientific description 

( X ) a proposed taxonomic designation 


i 

i 
I 

I 

j 


(Mark with a cross where applicable) 


i 


III. RECEIPT AND ACCEPTANCE j 

i 


This International Depositary Authority accepts this microorganism identified under I. above, which was received by it j 
on 1981-10-01 (Date of original deposit) 1 


IV. RECEIPT OF REQUEST FOR CONVERSION 


The microorganism identified under I above was received by this International Depositary Authority on 1980 — 06 — 05 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991 — 10 — 2 4 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 


Signature(s) of person(s) having the power 

to represent the International Depositary Authoru> 

or of authorized official(s): 


Adress: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Date: 1991"10-28 



Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquire.l 
Form DSM-BP/4 (sole page) 0291 



VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 



I. DEPOSITOR 


II IDENTIFICATION OP THF Wirpn^or a view 


Name: Biogen Inc. 

14, Cambridge Center 
Address: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY. 

DSM 1852 

Date of the deposit or of the transfer 1 : 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under II above was tested on 1990-11-29 2 
On that date, the said microorganism was 

( X ) 3 viable 

( ) 3 no longer viable 


IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorized official(s): 

Date: 1991-10~28 



Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant da 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
Mark with a cross the applicable box. 

Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 



USA 02142 


issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 

HFIF-F 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 


M5219 (G-pPLa-HFIF-67-12^19) 


DSM 1853 


II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above was accompanied by: 




( ) a scientific description 

( X ) a proposed taxonomic designation 




(Mark with a cross where applicable) 




III. RECEIPT AND ACCEPTANCE ,' 

i 


This International Depositary Authority accepts this microorganism identified under I. above, which was received by it 1 
on 1981-10-01 (Date of original deposit) 1 


IV. RECEIPT OF REQUEST FOR CONVERSION 


The microorganism identified under I above was received by this International Depositary Authority on 1980 — 06 — 05 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991—10 — 24 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORGAN1SMEN UND ZELLKULTUREN GmbH 


Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorired official(a): 


Adress: Mascheroder Weg 1 B j 
D -3300 Braunschweig j 

j 
1 


Date: 1991-10-28 



Where Rule 6.4(d) applies, such date is the date on which the status of international depositary authority was acquired 
Form DSM-BP/4 (sole page) 0291 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 VIABILITY STATEMENT 

issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 





11. 1UC/JN 1 lr ICA 1 ION Uf Int MIOKOOKG A.N ISM 


I 


Name: Biogen Inc. 

14, Cambridge Center 
Address: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 18 5 3 

Date of the deposit or of the transfer 1 : 

1981-10-01 




III. VIABILITY STATEMENT 




The viability of the microorganism identified under II above was tested on 1990 - 11 — 29 2 
On that date, the said microorganism was 

( X ) 3 viable 

• 

( ) no longer viable 


IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorized official(s): 

Date. 1991-10-28 j 



Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (dv.c A the new 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
Mark with a cross the applicable box. 

Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 



USA 02142 




KfcGfclPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 

HFIF-G 




Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 


M5219 (G-pPlc-HFIF-67-8) 




DSM 1854 


II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above was accompanied by: 






( ) a scientific description 

( X ) a proposed taxonomic designation 






(Mark with a cross where applicable) 






III. RECEIPT AND ACCEPTANCE 


This International Depositary Authority accepts this microorganism identified under I. above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 


IV. RECEIPT OF REQUEST FOR CONVERSION 


The microorganism identified under I above was received by this International Depositary Authority on 1980-06 — 05 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 1991 — 10-24 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 






Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORG ANISMEN UND ZELLKULTUREN GmbH 




Signature(s) of person(s) having the power 

to represent the International Depositary Authorr.> 

or of authorited official(s): 


Adresa: Mascheroder Weg 1 B 
D-3300 Braunschweig 




Date: 1991-10-28 



Where Rule 6.4(d) applies, such date is the date on which the status cf international depositary authority was acquired 
Form DSM-BP/4 (sole page) 0291 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 0214 2 




VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc. 

14, Cambridge Center 
Addresc Cambridge 

Massachusetts 

USA 02142 




Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1854 

1 

Date of the deposit or of the transfer 1 : 

1981-10-01 


III. VIABILITY STATEMENT 




The viability of the microorganism identified under II above was tested on 1990 - G3 — 27 2 
On that date, the said microorganism was 


( X ) 3 viable 






( ) 3 no longer viable 






IV. CONDITIONS UNDER WHICH THE V LABILITY TEST HAS BEEN PERFORMED 4 




IV. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-3300 Braunschweig 


1 

Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorised official(s): 

Date: 1991-10~28 j 



Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (J.v.e 
deposit or date of the transfer). 

In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
Mark with a cross the applicable box. 

Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (sole page) 0787 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
PATENTS 
Examiner 
Group 
Applicant 




Serial No. 

Filed 

For 



J. Hartinell 
1805 

Halter C. Fiers 



387,503 

July 28, 1989 

DNA SEQUENCES, RECOMBINANT DNA MOLECULES AND 
PROCESSES FOR PRODUCING HUMAN FIBROBLAST 
INTERFERON-LIKE POLYPEPTIDES 



New York, New York 
June 3, 1994 



DECLARATION OF JAMES F. HALEY. JR. 



A* 



I, JAMES F. HALEY, JR., declare that: 

1. I am the attorney of record in the above- 
identified patent application. I make this declaration to set 
forth the facts related to the deposit of microorganisms 
referred to on pages 94-95 of that application and to the 
permanence, availability and replacement of those cultures. 

2. I identify the following documents that 
demonstrate the deposit of those microorganisms and the 
permanence, availability and replacement of those cultures: 

Exhibit 1 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance", 
dated April 2, 1980 for deposit HFIF-A (DSM 1791); (b) October 
16, 1991 letter to the DSM with enclosures including a request 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of - Request And Viability Statement from DSM confirming 
that this deposit has been converted to a Budapest Treaty 
deposit. 



» 

Exhibit 2 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance" , 
for culture HFIF-B (DSM 1792), dated April 2, 1980; (b) October 
16, 1991 letter to the DSM with enclosures including a reguest 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of Request And Viability Statement from DSM confirming 
that this deposit has been converted .to a Budapest Treaty 
deposit. 

Exhibit 3 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance", 
dated April 2, 1980, for culture HFIF-C (DSM 1793); (b) October 
16, 1991 letter to the DSM with enclosures including a reguest 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of Reguest And Viability Statement from DSM confirming 
that this deposit has been converted to a Budapest Treaty 
deposit. 

Exhibit 4 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance" 
for culture HFIF-D (DSM 1851), dated June 5, 1980; (b) October 
16, 1991 letter to the DSM with enclosures including a request 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of Request And Viability Statement from DSM confirming 
that this deposit has been converted to a Budapest Treaty 
deposit. 

Exhibit 5 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance" 
for culture HFIF-E (DSM 1852), dated June 5, 1980; (b) October 
16, 1991 letter to the DSM with enclosures including a request 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of Request And Viability Statement from DSM- confirming 



2 



•that this deposit has been converted to a Budapest Treaty 
deposit. 

Exhibit 6 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance" 
for culture HFIF-F (DSM 1853), dated June 5, 1980; 

(b) October 16, 1991 letter to the DSM with enclosures including 
a request to convert this deposit to a Budapest Treaty deposit; 

(c) Receipt of Request And Viability Statement from DSM 
confirming that this deposit has been converted to a Budapest 
Treaty deposit. 

Exhibit 7 — True copies of (a) Deutsche Sammlung 
von Mikroorganismen "Acknowledgement of Receipt and Acceptance" 
for culture HFIF-G (DSM 1854), dated June 5, 1980; (b) October 
16, 1991 letter to the DSM with enclosures including a request 
to convert this deposit to a Budapest Treaty deposit; (c) 
Receipt of Request And Viability Statement from DSM confirming 
that this deposit has been converted to a Budapest Treaty 
deposit; (d) April 28, 1994 letter from DSM with enclosures 
including a revised Receipt of Request for this deposit. 

Exhibit 8 — True copies of (a) American Type Culture 
Collection "Acknowledgement of Receipt and Acceptance" for 
cultures HFIF-H and HFIF-I (ATCC 31824, ATCC 31825), dated 
February 27, 1981; (b) October 16, 1991 letter to ATCC with 
enclosures including a request to convert these deposits to 
Budapest Treaty deposits; (c) Receipt of Request And Viability 
Statement from ATCC confirming that these deposits have been 
converted to Budapest Treaty deposits; (d) revised Receipt of 
Request from ATCC for these deposits, dated May 6, 1994. 

3. On the bases cf the above-identified exhibits, T 
am informed and believe that the deposits of microorganisms 



3 



referred to on pages 94-95 of the above-identified application 
were made, have been converted to deposits under the Budapest 
Treaty On The International Recognition Of The Deposit Of 
Microorganisms For The Purposes Of Patent Procedure, and are 
being maintained under the applicable rules and regulations of 
that Treaty and of the United States Patent and Trademark Office 
as to their permanence, availability and replacement. 

4. On the basis of Exhibit 7, I am informed and 
believe that the deposit papers referring to deposit DSM 1854 
have been amended. In the amended papers, deposit DSM 1854 
refers to strain Escherichia coli HFIF-G M5219 (G-pPLc- 
HFIF-67-8). Attached as part of Exhibit 7 is an April 28, 1994 
letter from Dr. Vera Weihs of the DSM explaining this amendment, 
along with a copy of the amended Receipt form. 

5. On the basis of Exhibit 8, I am informed and 
believe that the deposit papers referring to ATCC 31824 and 
ATCC 31825 have been amended. In the amended papers, deposit 
ATCC 31824 refers to strain Escherichia coli M5219 (G-pPLa- 
HFIF-67-12AMI) and deposit ATCC 31825 refers to strain 
Escherichia coli HB101 (p[325]-gHFIF4) . Attached as part of 
Exhibit 8 is a May 6, 1994 amended Receipt from ATCC. 

6. I am informed and believe that the applicant 
agrees to maintain the permanence of these deposits for the full 
enforceable term of any patent issuing from this application and 
to irrevocably remove all restrictions on the availability to 
the public of the material so deposited upon granting of a 
patent . 
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5 * 



7. 



The undersigned declares further that all 



statements made herein of his own knowledge are true and that 
all statements made on information and belief are believed to be 
true; and further that these statements were made with the 
knowledge that wilful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code and that such wilful false 
statements may jeopardize the validity of this application or 
any patent issuing thereon. ^ — ^ 




Signed at New York, New York 
this 3rd day of June, 1994 
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German Collection ~' Microorganisms 
GESELLSCHAFT FUR BIOTECH NULOGISCHE FORSCHUNG MBH 

OSM ■ c„., a c«.,.s,.e r>»00 oan^ oc^nr Te,. ,05 51, 39 38 22 , 39 38 23 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Sanmlung von Kikro- 
organismen. 

Name and address Bio gen N.U. 

of depositor: 24 Handelskad 

Wi llemsted 

Curacao, Netherland Antilles 
Identification reference of HFIF-A 

the microorganism used by HB101 ( G- pBR3 22 ( Ps t ) /HF 1 F 3) 

the depositor: 

Taxonoraic designation of Escherichia coli 

the microorganism prowi- 



DSM 1791 



ded by the depositor: 

DSM accession number of 
the microorganism; 

Date of receipt of trie April 2, 1980 

viable uicroorganian: 

In addition to the identification reference and the taxonooic designation the depositor W 
pttivldea / has not provided a scientific description of the microorganism. 

L33 The microorganism has been sent to the DSM directly by the depositor. 

□ The microorganism has been sent to the DSM on behalf of the depositor by the following 
depository under the designation and accession number given: 

As stated by the depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 
[""1 without any restrictions 

™ according to Rule 28 EPC and to the agreement between the European Patent Organisation 
EJ and the DSM (Official Journal EP0 5 , 301-307, 1978) and/or 

_ BCC ording to the Swedish patent legislation and to the agreement between the Swedish 
|X| p a tent Ofrice and the DSM (Svensk Patenttidning nr 12, 1979) 

r-1 in accordance with the -Declaration of Release" to be Hied by the depositor with the 

L2U DSN and the German Patent Office (at present form f 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.1* (''.CH* 1-1 4 > 
sr*Titta». United States Code, section 122 <3> U.S.C. 122) of the United States of 

□ America and b) without any restriction on availability to the public of the culture 
upon granting of a United States patent wherein the deposited microorganism is part 
of the disclosure of the invention 
fx) in accordance with the French patent law 

□ in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 

Gottingen, April 2, 1980 , . 
— RtnaCHel SAMMLUNG WN W*™******^^ 



Place 

Oaseaschan lur Bioieennoiogiscfte Fonwftung mbH 
GnseOacnstraBe 6 

P-3400G6ttinoen . . 

G .„„ ie o, I^Majath. Fo,»«w n0 m„H. M„c*..ooe. W, ,. MOO B.. U n,C-., 8 . Tai.: «» in 700S-1. I*'. 

ve....,.ne..o.iA«t,.eM.™u: G.«Mll.i0i»er: ££^*a,... •: Sl?*fcM«' 

u , o.. O. Fnadnci. B.«nol« O- Ma,.. R.g.n. aula C« IA oe ^ w - ,„ 

Or Meimol 2eiifl;r» Roma .j'c> iou . 



to 



twice ■u*>n» 
■omitc ■ a n" 
tu n in r miuD"wt» 



'■COSMIC* » 



IMMU^ 



FISH fit NEAV 

'B7S third AVENUE 
NEW YORK. N Y 10022-6250 

TCLCVMONC. (CiCi 7IS-0000 

TCLCX «4M7 
CA«LC AOD*CM pismmCAVC 
TCLCCO'IC*: Hill 7I9'00'« 



October 16, 1991 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 




Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 

Dear Sir: 

We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by the 
depositor, are identified on the application forms."" In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 

Please note that the original depositor has 
undergone a corporate name and address change from 
Biogen N.V., 24 Handelskad, Willemsted, Curacao, Netherland 
Antilles, to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 



'Yours very trulyT^ 

^ ,1. \\ 





lies F. Haley, JJp . 
Ivor R. Elrifi 
Attorneys for Biogen, Inc. 



" JFH/IRE : bb 
Enclosures 



recognition of tic deposit of Miotcn x 

FOR TIC PURPOSE OF PATENT PtOCZSURE 



STATEMENT U THE CASE OF AN ORIGINAL DEPOSIT 
pursuant to Rule 6.1 



To 

DEUTSCHE SAMMLUNG VON NIOOORGANISMEN 
1MB ZELLCULTUREM Gat* 
Nascheroaer Was lb 
0-S00 Braunschweig 
Federal Republic of Ger— 1 > 



To be filled in by the Depositary Authority 
DSM-Aceession rsaeer : 
Date culture received : 



tACTCTIA/FWGf 

THE UNDERSIGNED MEREST DEPOSITS UNDER THE IUDAPEST TREATT THE MICROORGANISM .IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE v.1« 



I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference' : 

HFIF-A 

HB101(G-pBR322(Pst )/HFIF 3) 
Taxonomic designation : 

Escherichia coli 


The culture to be deposited is : 
< x ) a pure culture 
( ) a Mixture of microorganisms 
(Nark with a cross where applicable) 


II. CONDITIONS FOR CULTIVATION 


< X) S 



idiun: pM before sterilisation : 

as according to original sterilisation Bin at 

deposit application for DSM 1791 pH , fter sterilisation: 

Oxygen relationship : 
( > aerobic 
< > microaerophilic 
( ) obligate anaerobic 
Specific gaseous requirements 

Incubation tomjerature: 
Incubation time: 
Short term storage at: 
Interval of transfer: 



The DSM only accepts tor deposit microorganisms wnich belong to hazard group I or II, according to OIN S89S6 
(Beibkatt 1) lei I 1, Hcdiztmsche Microbiologic, ISBN 1-410-12028-9 and can be handled under the laboratory 
containment level L1 or L2 according to "Richtl inien zun S chat 2 vor Gefshren durch in-vitro neukcmbinierte 
Nukleinseuren" (5. uberaroei tete Fassung BMFT) 

This form say also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, with the s 
depositary institution either before (Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. 

Mumper, symbols etc., given to the microorganism by the depositor. 

It is stronly recommended that the taxonomic desingnation and/or scientific description (see under VII.) of the 
microorganism be indicated. 

Nark with a cross if additional information is given on an attached sheet. 



Form 0SM-BP/1 -Bacteria/Fungi (first page) OtSB 



III. OMJITICMS rW LOHG TERM STORAGE , r t X )> 

IV. CONDITIONS FOR TEST IMC VIABILITY ( X> S 

V. COMPONENTS OF MIXED CULTURES CUKE* APPLICABLE) ( X ) 5 

Description of components: 



Method(s) for checking presence of components: 

* mark with a cross if additional information is given on an attached sheet. 
Form D91-BP71 Bacteria/Fingi (second page) 0448 



VI 



MOKtTIES MffiK. - TO HEALTH OR (HVItOWCITT 

— 



Hazard group of the ■icroorg^iw.nMd under I. according to OIK 58 9So (Baiblatt 1> T.it 1, Madizinisate 
Nikrobiologia, ISSN 3-410- 12028-9: 



THE STRAIN MAS TO l£ HANDLES UK) El THE FOLLOWING LA80RAT0RT CONTAINMENT LEVEL 1 : 

( > L1 < ) L2 

( ) L3 ( ) L« 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( > TES t X) NO 

(if yes, please specify.) t X) 5 



(X ) the undersigned is not aware of such properties 

IF THE MICROORGANISM IS GENETICALLT MANIPUUTES: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic record nation (rcc): 
sensitivities: 

resistances: 
modifications: 
restrictions: 
auxotrocnies: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE DNA OF WHICH HAS BEEN CLONED INTO THE PLASH ID: 



3. If the strain is genetically ■amputated t&e depositor Bust take appropriate steps to prove any 
pathogenic potential (see: ZXIS guidelines* or equivalent national guidelines.) 

Please specify Aether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). 

1. THE SUBGENOMIC FRAGMENTS OF THE DNA DEFINETLT HAVE NO PATHOGENIC POTENTIAL. 

( ) TES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) TES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the ZKBS the DSM can only accept genetically Manipulated, potentially! 
pathogenic organisms for deposition unen a copy of the permit issued by the ZKBS* (or by an equi- 
valent national biological safety commission) for Mork on the organises accompanies the deposition 
f orat 



The DSM only accepts for deposit ancroorganisns which belong to hazard group I or II, according to DIN 
58956 (Beiblatt 1) lei I 1. Nediiinische Microbiologic, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level LI or L2 according to "Riehtl inien zun Schutx vor Gefahren durch in-vitro 
neukonoimerte Nuk I e i nsauren" (5. uberarbeitete Fasting BMFT) 
hart *ith a cross if additional information it given on an attached sheet. 

ZKBS « Zentrale Kemnission fur Biologischc Sichcrheit (Central Cennission for Biological safety) 



Form DSM-BP/1-Baeteria/Fungi (third page) 0488 



VII. SCIEVTIFIC DESO- 



( X) 3 



VIII. ADDITIONAL DATA 



IX. DEPOSITOR 




Biogen, Inc. 



14 Cambridge Center 
Cambridge, Massachusetts 



Si future 



Date: 

02142 



Jalnes F. Haley, Jr. 
Ivor R. Elrifi 
Attorneys for Biogen, 
Fish & Neave 
875 Third Avenue 
New York, New "York 1 



Inc . 



0022 

i 



5 Hark with a cross if additional information is given on an attached sheet. 

7 It is strongly recommended that the scientific description and/or proposed taxonomic designation (see I.) 
of the microorganism be indicated. 

8 Mark with a cross if additional information (other than the information referred to in footnote * is given 
on an attached sheet, such as the source of the microorganism, the name(s) and the eddress(es) of any other 
depositary institution(s) with which the microorganism has been deposited, or the criterion used when 
drafting the proposed taxonomie designation (The supplying of such information is optional). 

9 The name of the depositor must be identical with the signature. 

In case of a legal entity the signatures of two representatives, officially nominated by this entity, are 
reouired. 

Where the signature is reouired on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form OSM-BP/VBacteria/Fungi (fourth and last page) MAS 



rvi.u<JV*n* * ivy** w* *«— — — 

FOR THE PURPOSES OF PATENT PROCET Z 

INTERNATIONAL FORM 



Biogen Inc. 

14 , Cambridge Center 




Cambridge 
Massachusetts 
USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 


HFIF-A 




HB101(G-pBR322 (Pst)/HFIF 3) 


DSM 1791 



II. SCIENTIFIC DESCRIPTION AND /OR TAXONOMIC DESIGNATION 



The microorganism identified under I. above was accompanied by: 

( ) a scientific description 

( X ) a proposed taxonomic designation 



(Mark with a cross where applicable) 



III. RECEIPT AND ACCEPTANCE 



Thi. Internationa! Depositary Authority accept, this microorgan.sm identified under I- above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 



IV RECEIPT OF REQUEST FOR CONVERSION 



The m,croorgani.m identified under I above was received by thi, International Depositary Authority on 1980-04-02 

(date of original deposit) and a request to convert the ong.n.1 deposit to a deposit under the Budape.t Treaty was 

rece.ved by it on 1991-10-24 (date of receipt of request for conversion). 



V. INTERNATIONAL DEPOSITARY AUTHORITY 



Name: DSM -DEUTSCHE SAMMLUNC VON 

MIKROORCANISMEN UND ZELLKULTUREN GmbH 


i 

Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorised official(>): 


Adress: Maachcroder Weg 1 B 
D-3300 Braunschweig 


_ •. ^ : ' ~ / ■ «-S 
Date: 1991-10-28 



1 Where Rule 6.4(d) appli... .uch date is the date on which the statu, of international depositary authority wa, acquired 
Form DSM-BP/4 (sole page) 0J91 



HECOGNTTION OF THE DEPOSIT OF MICROORGANISMS 
FOR THE PURPOSES OF PATENT PROCED 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 0214 2 



VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of thu page 



I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc. 

14 , Cambridge Center 
Addreu: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1791 

Date of the depoiit or of the transfer 1 : 

1981-10-01 


III VIABILITY STATEMENT 


The viability of the rn.croorr.nUm identified under II above was tested on 1989-07-07 7 
On that d»te, the laid microorganism tu 

( X ) 3 viable 

( ) S no longer viable 


IV CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNC VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Addreu: Maecheroder Weg 1 B 
D-3300 Braunschweig 


Signature(s) of per»on(f) having the power 

to represent the International Depositary Authority 

or of authorised official(s): 

J) -• -fy • 1 • *<■ " S <^.( 
Date: 1991-10-28 



1 Indicate the date of original deposit or, where a new deposit or a transfer has 

deposit or date of the transfer). 
5 In the cases referred to in Rule 10.1(a) (ii) and (iii), refer to the most recent viability test 

3 Mark with a cross the applicable box. 

4 Fill in if the information ha. been requested and if the result, of the test were negative. 



been made, the most recent relevant date (date .f -rie ne« 



Form DSM -BP/9 (sole page) 07S7 



GESELLSCHAFT FUR BIOTECHk lOGISCHE FORSCHUNG MBH 



Tel. {05 51) 39 38 22 / 39 38 23 



ACKNOWlCOCEHENT Of RECEIPT AM) ACCEPTANCE 

The microorganism mentioned tale, has been deposited with the Deutsche Sarcnlung von Mikro- 
organismen. 

Biogen N.V. 
24 Handelskad 
Uillemsted 

Curacao, Netherland Antilles 



Name and address 
or depositor: 



Identification reference of 
the microorganism used by 
the depositor: 

Taxonomic designation of 
the microorganism provi- 
ded by the depositor: 

DSN accession number of 
the microorganism; 

Date of receipt of the 
viable microoraanisn: 



HFIF-B 

HB101(G-pBR322(Pst)/HFIF 6) 



Escherichia coli 
DSM 1792 
April 2, 1980 



In addition to the identification reference and the taxonomic designation the depositor*** 
ixoWifcMVh" not provided a scientific description or the microorganism. 

[_ The microorganism has been sent to the DSM directly by the depositor. 

r-1 The microorganism has been sent to the DSM on behalf of the depositor by the following 

LJ depository under the designation and accession number given: _ 



As stated by the depositor the eucrooganism may be rendered accessible to any third party 
under the following conditions: 
| 1 without any restrictions 

ZZ .ccording to Rule 28 EPC and to the agreement between the European Patent Organisation 
0 and the DSM (Orricial Journal EPO 5 , 301-307, 1978) and/or 

(— 1 according to the Swedish patent legislation and to the "-«-«* "^ween the Swedish 
(X) p atent orfiee and the DSM (Svensk Patenttidnang nr 12, 1979) 

m in accordance with the -Declaration of Release- to be filed by the depositor with the 
U_ I DSM and the German Patent Office (at present Form P 2570) 

i„ - M rdance with a) Title 37, Code of Federal Regulations, section 1.14 <37.CFR 1-1* > 
and TuiT 5T united States Code, section 122 (35 U.S.C. 122) of the United States of 
m Africa and b) .itnout any restriction on availability to the public or the culture 
— ' Sn gracing or a United States patent wherein the deposited microorganism is part 

or the disclosure or the invention 
["x| in accordance with the French patent law 

in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 



□ 



Gottingen, April 2, 1980 



TgUT9CHES*iaMllMOTVONIaUXPOOf«Af«IS>^^ 



_ — Signature 

Oesslacf-ftfur BWeehnoiogiseha Fomenting moH 
GnsebaensuaBe 8 

D-3400 GoamQgo 

c ... .„ mBM u»eh«roO«r W«a 1. 3300 Br»untehw«.a, T«U (OS 31| 70 06-V T«l«i: B-5 26 S7 
Vo.».U»nd«r at* AuH.el.iMli: S Kul. GeO«. U>0*c*t. B.« U n»ch-e.g Ami» 0 ...ef.i Br.uns. 



tB.CC »0-4.0- 



jUICJ.Jf" 1 " 1 




•■■•-••AO 



FISH & NEAV 

875 THIRD AVENUE 
NEW YORK. N.Y. 10022-6250 
tcle««onc ns-oeoo 

TCUCX M-«JST 
CABLC «OD*CM riaMMCAVC 
TCLCCO»IC«. 1*1*1 



October 16, 1991 



Deutsche Samnilung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 




TTlQMII r vr^TC* 



I irT * *— — 
JOHN J. C*M""»«*" 




v*c«>» vicmu* 



MM J MHlC*' 
^Hll* •€»*.•■ 

OS**** •0*»Vf«*«0 
kLrMl Ma* 



Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 

Dear Sir: 



We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by _the 
depositor, are identified on the application forms."" In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 

Please note that the original depositor has 
undergone a corporate name and address change from 
Biogen N.V., 24 Handelskad, Willemsted, Curacao, Netherland 
Antilles, to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 



'You^s very trulyTv 




James F. Haley, JJf 
Ivor R. Elrifi 
Attorneys for Biogen, Inc. 



JFH/IRE : bb 
Enclosures 



recognition of the deposit of motor isms 

FOR THE PURPOSE OF PATENT PROCEDURE 



STATEMENT IN THE CASE OF AN ORIGINAL DEPOSIT 
pursuant to Rule 6.1 



To 

DEUTSCHE SAPMLUNC VON MIOtOORGANISMEH 
UNO ZEU.EULTuf.EN CAW 
Hascheroder Wag 1b 
0-3300 Braunschweig 
Federal Republic of Germany 



To be filled in by the Depositary Authority 
DSM -Access ion nunoer : 
Date culture received : 



BACTERIA/FUNGI ' 



THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATT THE NIOOORCANIW IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WIT»RAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1* 



1. IDENTIFICATION OF THE MICROORSANISM 



Identification reference : 
HFIF-B 

HB101(G-pBR322(Pst)/HFIF 6) 
Tuononic designat ion' : 

Escherichia coli 



The culture to be deposited is : 
( X > • pure culture 
( ) a mixture of microorganisms 
(Nark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



c x y 



Medium 



as according to original 
deposit application for DSM 1792 



pH before sterilisation : 
Sterilisation Bin at 

pM after sterilisation: 
Oxygen relationship : 
( ) aerobic 
( > microaerophi lie 
( ) obligate anaerobic 
Specific gaseous requi resents 



Incubation temperature: *C 
Incubation tine: 

Short term storage at: *C 
Interval of transfer: 



1 The OS* only accepts for deposit microorganisms uhich belong to hazard group 1 or II, according to DIN 58956 
(Beiblitt 1) lei I 1. Nedizinische Mikrobiologie, ISBN 3-410-12028-9 and can be handled under the laboratory 
containment level LI or L2 according to "Richtlinien xun Schutz vor Cefahren durch in-vitro neukombinierte 
Nukleinseurerr (5. uberaroei tete Fassung BMFT) 

2 This torn may also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, with the s 
depositary institution either before (Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. 

3 Number, symbols etc., given to the microorganism by the depositor. 

4 It is stronly recommended that the taxonomic desingnation and/or scientific description (see under VII.) of the 
microorganism be indicated. 

' Mark mth a cross if additional information is given on an attached sheet. 

form 0SM-BP/1-Bacterii/Fungi (first page) 04«8 



III. CONDITIONS F0» LONG TE W STORAg . • ( X) 

IV. CONDITIONS FOR TESTING VIABILITY ( X) 5 

V. COMPONENTS Of MIXED CULTURES (WHEN APPLICABLE) t x ) 5 
Description of conponenis: 



Method! s) for checking pretence of coiiponents : 

I 

' Kirk mtri • cross if additional information is given on »n attached sheet. 
Form DSM-BP/1 Bacteria/Fingi (second page) 0488 



VI. PROPERTIES DA... iOUS TO HEALTH 0* ENVIROMWNT 


mart ,nu> of tfi« Biepooroanisw.nan-d under 1. acconaine to OIK 58 956 (Bciblatt 
Nitreoiotogie. ISBN 3-410-12028-9: 


1) Teil 


1, Medt* miscfir 


THE STRAIN HAS TO SE HANDLES UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 






( ) LI ( > L2 






( ) L3 ( ) L4 






IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) TES 


< 


x > NO | 


(if yes, pi cue specify:) 


( 


X) S 


( X) the undersigned is not susre of such properties 






IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 


1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 




j 


general genetic recombination (rec): 






sensitivities: 







resistances: 
modifications: 
restrictions: 
•uxotropnies: 

2. DESIGNATION OF THE DONOR ORCANISM(S). THE DNA OF WHICH HAS BEEN CLONED INTO THE PLASMID: 



j 3. If the strain is genetically manipulated tfie depositor must taHe appropriate steps to prove any 
I pathogenic potential (see: ZKBS guidelines 2 or equivalent national guidelines.) 

Please specify -nether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
{ FOR DEPOSITION). 

| 1. THE SUBGEHOM1C FRAGMENTS OF THE DNA DEFINETLY HAVE NO PATHOGENIC POTENTIAL. 

I 

| ( ) YES 

I 

2. the subgengmic fragments have a pathogenic potential. 

; ( > yes 

i in the latter case please note: 

j 

| According to tne regulations of the Z*BS° the OSM can only accept genetically manipulated, potentially 
j i patnogenic organisms for oepositton «nen a copy of the permit issued Dy the ZKBS lor Oy an eoui • 
I i vatent national biological safety commission) for work on the organisms accompanies the Deposition 

j form 

1 The OSM only accepts for deposit microorganisms rfiicn Belong to hazard group 1 or II, according to DIN 
58956 (Beiblatt 1) Teil 1, Mediziniscne Nikrobiologie, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level LI or L2 according to "Rientl inien run Schut2 vor Gefahren durch in-vitro 
neuKomoimerte Nufcleinssuren" (5. uberaroei tete Fassung BMFT) 

* Mark vith a cross if aooitional information is given on an attached sheet. 

6 ZKBS « Zentrale Kommission fur Biologische Sicnerheit (Central Commission for Biological safety) 



form DSM-BP/1-Baeteria/Fungi (third page) 0488 



RECOGNITION OF THE DEPOSIT OF MICROORGANISMS 
TOR THE PURPOSES OF FATENT PRC URE 



INTERNATIONAL FORM 



Biogen Inc. 

14 , Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
iatued punuuil to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at th« bottom of thii page 



I IDENTIFICATION OF THE MICROORGANISM 



Identification reference given by the DEPOSITOR 

HFIF-B 

HB101 (G-pBR3 22 (Pst)/HFIF6) 



AcceHion number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 



DSM 1792 



II. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 



The rn.crcorg.niem identified under I. above wa. accompanied by: 

( ) a .cientific deecription 

( X ) a proposed taxonomic deaignation 



(Mark with a ero.« where applicable) 



III. 



RECEIPT AND ACCEPTANCE 



Th.t International Depo.itary Authonty aeeept. thi. mieroorgam.m 
on 1981-10-01 (Date of original deposit) 



identified under I. above, which wai received by n 



IV 



RECEIPT OF REQUEST FOR CONVERSION 



The ml cro 0 r.an,. m id.nt.fi.d under I abo ece.v.d by th., international ^^^^ T ^ S ^°*'° 2 

(date of original depo.it) and a reoue.t to convert th. original deoo.it to a depo.it under th, Budape.t Treaty wa. 

received by it on 1991"10-24 (date of rece.pt of reque.t for conversion). 



V. INTERNATIONAL DEPOSITARY AUTHORITY 



; Name. DSM - DEUTSCHE SAMMLUNG VON 

i MIKROORGANISMEN UND ZELLKULTUREN GmbH 



Adre.»: Maacheroder Weg 1 B 
D-3300 Braun.chwcig 



Signature(») of per»on(») having the power 

to represent the International Depositary Author.... 

or of authorited official(>): 



Date: 1991-10-28 



> Where Rule 6.4(d) .pp.,... .uch date th. date on which the of mternationa. d.pctary authority wa. acou.red 

Form DSM-BP/4 (.ole page) 0191 



RECOGNITION OF THE DEPOSIT OF MICROOB " \NISMS 
FOR THE PURPOSES OF PATENT PROCl IE 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



VIABILITY STATEMENT 
issued punuuit to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 



I. DEPOSITOR 


1 

II. IDENTIFICATION OF THE MICROORGANISM ' 


Name: Biogen Inc. 

14 , Cambridge Center 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 


Addre..: Cambridge 

Massachusetts 
USA 02142 


DSM 1792 

Date of the dcpoiit or of the transfer 1 

1981-10-01 


III. VIABILITY STATEMENT 


The v.ability of the microorganism identified under II above was tested on 198 9-07-07 2 


On that date, the said microorganism wu 




( X ) 3 viable 




( ) S no longer viable 




IV CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED* 



IV INTERNATIONAL DEPOSITARY AUTHORITY 



Name. DSM DEUTSCHE SAMMLUNC VON 

MIKROORG ANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg 1 B 
D-S300 Braunschweig 



Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorised offieial(s): 

Date: 1991-10-28 



1 Indicate the date of original deposit or. -here a new deposit or a transfer ha. been made, th. most recent relevant date (dale 
deposit or date of the transfer). 

2 In the cases referred to in Rule 10.2(a) (ii) and (iii). refer to the most recent viability test. 
1 Mark with a cross the applicable box. 

4 Fill in if the information has been requested and if the results of the test were negative. 



Form DSM -BP/9 (sole page) 0787 



German Collector " Microorganisms 
GESELLSCHAFT FUR BIOTECH NOLOGISCHE FORSCHUNG MBH 



C..»eMCi>»t.»t« B • W» COtf Germmy 



Tel. (05 51) 39 38 22 / 39 38 23 



AtXNPWl CDGCHENT Of RECEIPT AND ACCEPTANCE 

The microoroanis. mentioned below has been deposited with the Oeutsche Sanralung von HiWro- 
organismen. 



Name and address 
of depositor: 



Biogen N . V . 
24 Handelskad 
Willemsted 

Curacao, Netherland Antilles 
HF I F -C 

HB101(G-pBR322(Pst)/HFIF 7) 
Escherichia coli 
DSM 1793 



Identification reference of 
the microorganism teed by 
the depositor: 

Tax anemic designation of 
the microorganism provi- 
ded by the depositor: 

DSM accession nunber of 
the microorganism 

Date of receipt of the 
viable microorganism: 

In addition to the identification reference and the taxonomie designation the depositor W 
iUf£*7*Z not provided a scientific description of the microorgaruso. 

□ The Bicroorganiso has been sent to the DSM directly by the depositor. 

r-1 The microorganism has been aent to the DSM on behalf of the depositor by the following 

LJ depository under the designation and accession number given: 



April 2, 1980 



As stated by the depositor the microoganism -y be rendered accessible to any third party 
under the following conditions: 
I I without any restrictions 

according to Rule 28 EPC and to the agreement between the European Patent Organisation 
B and the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

rjn according to the Swedish patent legislation and to the «|reement between the Swedish 
H Patent Office and the OSM (Svensk Patenttidmng nr 12, 1979) 

m in accordance with the "Declaration of Release" to be filed by the depositor with the 
I X[ osm and the German Patent Office (at present Form P 2>JU) 

in accordance with a) Title 37. Code of r -^,^«"°~l,"fS Mt^sSL^ 
and Title 35 United States Code, section 122 ( 35 U.S.C. 122) or the United states oi 
Africa Ino b) -itnout any restriction on availability to the public of the culture 
upo£ Ranting of a United States patent wherein the deposited microorganism i. P*rt 
of the disclosure of the invention 
pC] in accordance with the French patent law 



□ 



□ 



in accordance with the conditions as specified by the depositor on enclosed separate 



sheet. 



Gotting en, April 2, 1 980 ' ■_ 

^ DCVT3CHE twm i U WO VON MUWOQWGAf tW CW rr e 

GeseBsonaft fur Biotecruiotogisohe Forscnung mbH 
Gnsaoach jtraOa 8 
D ■ 3 ^ 00 Oulliity a ir 



Ga-Uen.., .0. a-cc^C^ FooCwn, mbH. M.^,o„.. W„ 0300 B-.un.cK..,* T„, <0S3„ *>»-,. w-9».T 

_ „ h , 0 . R»oist«f0eiicM: 
Vorvuender d« Auli.ehl.nti: Ga«clUllil0rw«r. lODOtekt Bnun»c«««.g Amiaawwehl 



Aiicirrc 

JO.NO T»*-0-^'-t 

»<cc -oatO* 
^O— < c «*»-*" 
«mc«tc *o*n«* 

M-NP" •■ *•«•—*■•■ 
COVJJK) r MULLO*"" 1 



iaummci s ao«"» 
mm j. oouo' n i' 

TWO— — L. nc»u^ 
..unii ii «. UAMU 

■ CVtfc J. CULL***" 




FISH Si NEA 1 

87fe THIRD AVENUE 
NEW YORK. N.Y. I0022-S250 

tele* ***Mey 

C*.«l,C aODMCU riJMNtAVC 
TCLCCO-lC" 121*1 



October 16, 1991 



.•»»-<MO 



* *rrt« ach.c ■ 
*ic«**o* 

C. JOit 

4UMO 

JAMB * ****** *° 
DUAMl .©*V«D »©*>•- 
■ ■TC"CtL • •*»• 

, p,|T J. Dc'MNCO 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 

Biogen - B8/B8 CIP 

Deposits DSM 1791-179 3: 1851-1854 



(HI A«C-*» *• ALtMlM 
CL*** **UK>* 
a*~c**(MW m^wC—< 

|VM M UCkl 

aonti n r iMAINO* 
jt rrarv h «|t»- 

IIAHMC MIMA* 

OC««** MN1l-**0 

k o*rrr*A Mia*a-.i* 

CMKITOMCI J m»»« 

ktSh.lt A MWOewKkL WILLIAM* *CMO«S«* 



«**«e «»»ci.-»*"»i 



UiM 1 ' ■ mi* 

MAjrrAC.MOU 

jOMM* «-*MTX 

jomm a. aroacLL* 

WlkL****^ MCMC 



Dear Sir: 

We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by the 
depositor, are identified on the application forms. in 
addition, we enclose copies of the " Ackn ° wled ? einen ! °* 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 



Please note that 
undergone a corporate name 
Biogen N.V., 24 Handelskad 
Antilles, to Biogen, Inc., 
Massachusetts, U.S.A. 0214 
has been duly registered a 
the Patent Office of each 
has been filed referencing 



the original depositor has 

and address change from 
, Willemsted, Curacao, Netherland 

14 Cambridge Center, Cambridge, 
2. This name and address change 
ccording to the national laws in 
country where a patent application 

these deposits. 



If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 




'Yours very truly7\ 

jLhes F. Haley, Jj/f. 
Ivor R. Elrifi ' 
Attorneys for Biogen, Inc. 



JFH/IRE : bb 
Enclosures 



recognition of Tie deposit of hiooo SMS 

FOR THE PURPOSE Of PATENT PROCEDURE 



STATEMENT IN THE CASE OF A* CRICINAJ. DEPOSIT 
pursuant to Rule 6.1 



To be fillad in Oy the Depositary Autnority 
DSM -Access ion nuaner : 
Date culturt received : 



BACTERIA/FUNGI 1 



THE UIOEBS1CMED HEREBT OEPOSITS WOE* THE BLDAPEST TREATY THE MICROORGANISM IDENTIFIED HEREUNDER AMD 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1* 



1. IDENTIFICATION OF THE MICROORGANISM 


Identif ication reference' : 

HFIF-C 

HB101(G-pBR322{Pst)/HFIF 7) 

Taxoranic designat ion* : 

Escherichia coli 


The culture to be deposited is : 
C X) a pure culture 
( ) • mixture of Microorganisms 
(Nark with a cross where applicable) 


II. CONDITIONS FOR CULTIVATION 


( ) 5 


Mediun: 

as according to original 
deposit application for 
DSM 1793 


pH before sterilisation : 

Sterilisation Bin at *C 

pM after sterilisation: 

Oxygen relationship : 

( ) aerobic 

( ) mi croaeroph i 1 ic 

( ) obligate anaerobic 

Specific gaseous requirements : 

Incubation temperature: *C 
Incubation time: 

Snort term storage at: 'Z 
Interval of transfer: 



1 The DSM only accepts tor oeoosit microorganisms wnicn eel 009 to hazard group I or II, according to DIN 58956 
(fieibtatt 1) Ten 1, Mediziniscne Mikreoiologie, ISBN 3-410-12028-9 and can be handled under the laboratory 
containment level 11 or l2 according to "Ricm I mien 11m Schutt vor Gefanren ourch in-vitro neifconoimerte 
Nukleinsauren" (5. ucersreei tete Fassung BMFT ) 

' This form say also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, with the s 
depositary institution eitner before {Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. 

Nuneer, symbols etc.. given to the microorganism by the depositor. 
4 It is stronly reconmervjed that the taxononic oesingnation and/or scientific description (see under VII.) of the 

microorganism be indicated. 
' Mark with a cross if additional information is given on an attached sheet. 



To 

DEUTSCHE SANKLUNG VON NIOtOORGANISMEN 
UNO ZELtOJLTUREN GBBH 
Natcherooer weg 1b 
D-3300 Braunschweig 
Feoeral Republic of Germany 



Form OSM-BP/1 -Bactena/Fingi (first page) 0488 



III. mtCITIONS FOR LOHC TERM STOAflE . 



IV. CONDITIONS fOR TESTING VIAB1LITT 



V. COMPONENTS Of MIXED CULTURES (WHEN APPLICABLE) 



Description of eonoonents : 



Method! s> for checking presence of eonoonents: 



^ Mark Mitn « cross t< acai 1 1 onal information is given on en attached sheet. 



( X) 



form DSM-BP/1 Bacter ia/fingi (second page) 04M 



VI. properties u. 



.OUS TO HEALTH OR ENV.^eMCIfT 



Halard group of the -icroor^i—.n— d unaer I. .cording to 01* M 95* iB.ibl.tt 1) T.U 1. Nedizini.cn. j 
Mikroeiologic, ISBN 3-A10- 12028-9: 



THE STRAIN MAS TO IE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 
C J 11 ( > L2 



( ) 



12 < ) L* 



IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? < ) TES ( X > » 

( X )^ 

(if yes, picas* specify:) 



( x ) the undersigned is not an* re of such properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic reeonei nation (rcc): 
sensitivities: 

resistances: 
modifications: 
restrictions: 
autotrophics: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE ONA OF WHICH HAS KEEN CLONED INTO THE PLASMID: 



3. If the strain is genetically aamipulated the depositor aust take appropriate steps to prove any 
pathogenic potential (see: ZKBS guidelines'* or equivalent national guidelines.) 

Please soecify -nether (WITHOUT A DEFINITE ANSWER TO THESE OUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). 

1. THE SURGENCMIC FRAGMENTS OF THE DNA DEFINETLT HAVE NO PATHOGENIC POTENTIAL. 

< ) YES 

2. THE SUBGENGMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the ZtBS 6 the DSM can only accept genetically Manipulated, potentially 
pa t nog en i c organises for Deposition men a copy of the perett issued by the Z1BS lor by an equi- 
valent national biological safety conn iss ion) for work on the organises accompanies the deposition 
form 



1 The DSM only accepts for deposit aiicroorganisms «#iich belong to hazard group I or II, according to DIN 
58956 (Beiblatt 1) Teil 1. Mediiinische Microbiologic ISBN 5-410-12028-9 and can be handled under the 
laooratory containment level LI or L2 according to "Richtt inien iuri Schutt vor Gefahren dureh in-vitro 
neuiconeinierte Nukleinsauren" (5. uoerarbeitete Fatsung BHFT) 

5 Bars with a cross if additional information is given on an attached sheet. 

6 ZKBS « Zcntrale Komnission fur Biologische Sichemeit (Central Coram is ion for Biological safety) 



Form DSH-BP/1-Bacteria/Fungi (third page) 0*88 




VII. SCIENTIFIC Ot. 'TIM 



( x r 



VIII. A0OITI0HAL OAT* 





IX. DEPOSITOR* 



Biogen, Inc. 



Adoress: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



SignetureY ^^^^^ / ( -? - ^ff 

James F. Haley, Jr/ 
Ivor R. Elrifi 
Attorneys for Biogen, Inc, 
Fish & Neave 
875 Third Avenue 
New York, New__York 1D022 



Mark with a cross if additional intonation it given on an attached sheet. 

It is strongly recoDmended that the scientific description and/or proposed taxeneaic designation (see I.) 
of the ■icroorganisn be indicated. 

Nark with a cross if additional information (other than the information referred to in footnote * is given 
on an attached sheet, such as the source of the aicreorganisa, the name(s) and the address(es) of any other 
depositary institution(s) with which the aieroorganisa has been deposited, or the criterion used when 
drafting the proposed taxonoate designation (The Supplying of such information is optional ). 
The name of the depositor Bust be identical with the signature. 

In case of a legal entity the signatures of two representatives, officially nominated by this entity, are 
repaired. 

where the signature is ream red en behalf of a legal entity, the typewritten nsme(s) of the natural 
person(s) signing on behalf of the legal entity should ecconpany the signature(s). 



Form D9*-BP/1-Bacteria/Fungi (fourth and last page) OtAS 



RECOGNITION (Jt „„,. 

FOR THE PURPOSES OF PATENT PROCEDl 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 
Massachusetts 

USA 02142 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOS.T 
iuued punuant to Rule M by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 



,. IDENTIFICATION OF THE MICROORGANISM 

Id.ntific.ti.. reference given by the DEPOSITOR 
HFIF-C 

HB 101(G-pBR322(Pst)/HFIF 7) 
„. SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 



Aeceation number given by the «„,_ v 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1793 



I — 



The m.eroorgam.m identified under I. above .a. aceompam.d by: 

( ) a icientific description 

( X ) » propoeed taxonomic designation 




ion 1981-10-01 (Date of original depont) 



IV RECEIPT OF REQUEST FOR CONVERSION 




Name: 



DSM-DEUTSCHE SAMMLUNG VON 
MIKROORGANISMEN UND ZELLKULTUREN CmbH 



Maecheroder Weg 1 B 
D-3300 Brauneeh*eig 



Signature^) of per.on(t) having the power 
to represent the International Depositary Author.t > 
or of authorued official(s): 



Date 1991-10-28 




1 Where Rule 6.4(d) appliet, »uc 
Form DSM-BP/4 (sole page) 0291 



h d at. the date on which the of intern.t.ona. depositary authonty wa, 



<ip -rHT DEPOSIT OF MICROORGAN1S' 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 
Massachusetts 

USA 02142 



I. DEPOSITOR 



Name. 



Addreit. 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



VIABILITY STATEMENT 

iuued punuant to Rule 10.: by the 

International depositary authors 

id.ntif.ed at the bottom o( th.» page 
„. IDENTIFICATION OF THE M.CROORC ANW» 

Ace—ion number fiven by the _ RITY 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1793 

D .teofthed«po..tor of the tracer 1 

1981-10-01 




wMM t.don 1989-07-07 



. ..ab.Uty of the -«k^ M " * b ° ¥e 

, that date. the .aid m.£roor S »n..m «. 

( X ) 3 viable 

1 no longer viable 

VIABILITY TEST HAS BEEN PERFORMED 4 



( ) 3 no lonfer vi 
IV. CONDITIONS UNDER WHICH THE 




Addrtil: Ma» t h«roder W« t 1 B 
D-3300 Braunichweig 



Sl .natur«(.) of p.™»-(.) having the 
lo repre.ent the Intern.t.ona. Depots Author,, 
or of authorned officially). 



Date: 1991-10-28 



TZZZZZZ^** -. - *— - ■ 

. zzzzzzzs. .... - ~ » - - ~ ' b " w - 

: -tr.... - - - ••• 

Form DSM-BP/9 (iol. page) 0787 



German Collection of organisms 
iESELLSCHAFT FUR BIOTECH NOLOGISCHE FORSCHUNG MBH 



OSM G..,.MCt.,t,«». 8 • O3i00G<m.r. g .n. 



Tel. (05 51) 39 38 22 / 39 38 23 



ACKNOWLEDGEMENT OF RECEIPT AND ACCEPTANCE 



The microorganism mentioned below has been deposited with the Deutsche Sa^lung von Hi.ro- 



organismen. 

Name and address 
of depositor: 



Identification reference of 
the microorganism used by 
the depositor: 

Taxonoraic designation of 
the micr ©organism provi- 
ded by the depositor: 

DSM accession nunber of 
the microorganism; 

Date of receipt of the 
viable microorgani 



BIOGEN N.V 
24 Handelskad 
Willemsted, . 
Curacao, Netherland Antilles 

HFIF-D 

M5219 (G-pPLa-HFIF-67-12) 
Escherichia coli 

OSM 1B51 
June 5, 1980 



,„ addition to the identification reference and the taxonomic designation the depositor »*X 
^S«Th^s not Prided a scientific description of the nucroorgarus*. 

£3 The microorganism has been sent to the DSM directly by the depositor. 

r-, The microorganism has been sent to the DSM on behalf « r^ 0 " 1 "* 

□ depository under the designation and accession number given. 



As stated by the depositor the microoganis. may be rendered accessible to any third party 
under the following conditions: 
I ! uitlou^ v.y restr*ciios^ 

a »« R..l« 28 EPC and to the agreement between the European Patent Organisation 

□ ^^(orrlciL^ur^lpSl. Idmoj. »W — /- 



□ 
□ 



ana tnr i»n \v — — ■ _ .. . 

.ccording to the Swedish patent legislation and to the agreement between the Swedish 
latent Office and the DSM (Svensk Patenttidrung nr 12, 1579) 

in accordance with the -Declaration of * ^ 

DSM and the Carman Patent Office (at present For. P 2570) 

ifK „x tit!- 37 Code of Federal Regulations, section 1.14 tJ7.cm 
in accordance with a) Title 37, uooe of ' c °^- g" . ». , th Uniteo states of 

of the disclosure of the invention 

in accordance with the French patent law 

in .ccordance with the conditions a* specified by the depositor on enclosed separata 
sheet. 



Gbttingen, June 5, 1980 



Place 



data 



TjBnwe SAMMUWO vow * *J* >o r*i M **UQ nutuc9 



u.^M«Mf WM 1 3300 B»«un»elt»*re. T.U |OS3»> »0O»-1. Telei: »-S»« 



Vor»iU»«>»' oe * *u 1 » ,er * , *'» , * : 
Mm. On. Dr. fntonen B.*enoM 



GeicJUHS'ornwr: 
Or. M»n»-R.eoin» Kula 
Dr. Hetmul Zailtr*p« 



Bankhenie: 
Get*. LOSb«efc». BrwwMtHM'O 
Konto 23 781 (BLZ 270 306 001 



ACCESSION 1 f° r "SI 1 ion nuaber: £) AA 

deposition of patent microorganisms ' Date culture received: C~ ~ 

The microorganism mentioned below is to be deposited uith the 0511 on account of 
a patent application (to be) filed with 



The deposit is made in accordance with Rule 28 EPC / with the Swedish patent legislation 
(delete, if not applicable) 

Name and address of depositor: (3> I 0 6" £ K) bJ . V, 

Z4 Hazels kaj 



Curacao, tJMeflanJ ArvK Hes 

Identification reference of the ' 
microorganism given by the depo- i I i— 1 C f—1 

si tor (strain number, symbols etc.): H r 1 r — Ls 

/v\s«2is p pL&, - HFIF-&7-fZ 

Taionomic designation, of the 

microorganism: £\ Colt 

A scientific description of the microorgsinis.? is attached on a separate sheet: 

YES Q no |g 

The microorganism to be deposited is 

a pure culture YES NO [] 

a mixture of strains : YES Q NO 

In case of a mixed cult'ire, please give a concise description on a separate sheet' about the 
components and methods to determine their viability. 

Does the microorganism and/or ist metabolic products present any hazard for man, animals, 
plants or the environment: (if any, please specify on a separate sheet): 

res □ ■* £3 • 

1^1 hi*«l dcfivert-J 

J&J The Bicroorganism will be n nt to the DSH directly by the depositor. 

I 1 The microorganism will be sent to the DSH on behalf of the depositor by 
'— ' the following depository under the designation and accession number given: • 

The microorganism may be rendered accessible after receipt and deposition to any third party 
|~~| without any restriction 

according to Rule 28 EPC and to the agreement between the European Patent Organisation 
12J and the DSH (Official Journal EPO 2. 301-307, 1978) and/or 

rr* according "to the Swedish patent legislation and to the agreement between the Swedish 
V^k Patent Office and the DSH (Svensk Patenttidrung nr 12, 197?) 

fT* in accordance with the "Declaration of Release" to be filed by the depositor oith the 
tiv DSH and the German Patent Office (at present Form 2750) 

in accordance with a) Title 37, Code of Federal Regulations. Section 1.14 (37.CFR 1.14) 
_ and Title 35, united States Code section 122 (35 U.S.C. 122) of the United States or 
{2J America and b) without any restrictions on the availability to the public of the culture 

upon granting of the United States patent wherein the deposited microorganism is part./. 

of the disclosure of the invention - 

ffi in accordance with the French patent law 

□ in accordance with the conditions as specified by the depositor on enclosed seporate 
sheet. 

(Please mark what applies) 



P.T.O. 



r»wc 



■•ice «o«*c»" 

_io, .!■ 

COM* 

w _j_ — 




FISH NEAVE 

875 THl'RO AVENUE 
NEW YORK. N Y I0022- 6250 

TCI.C* »»-«J«' 
CAtLt AOD*Ul ril»NC»Vt 

TCLCeo»>ie« 1*1*1 ti»-©« t * 



October 16 » 1991 



mcocaic* •> 

, lf> .<MO 

IMMM' 




Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 




Dear Sir: 



We have enclosed seven (7) applications to convert 
the above-fdentified deposits already ^epo-ted at^the DSM 
into ^"^jSn^SiSSion. given by .the 

"Accession Form for Deposit for DSM ibsi i« ^ 
the media and culture requirements. Please sena yu 
note for these conversions to my attention. 

Please note that the original depositor has 

Antilles, to Biogen ^ ^ ^ L and address change 

has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hesitate to contact us. 

Thanks for your help. 

'Yours very truly7\ 




James F. Haley, /J/ 
Ivor R . Elrifi 
Attorneys for Biogen, Inc. 



JFH/IRE : bb 
Enclosures 



RECOGNITION OF TIC DEPOSIT OF MICRCORCV 
FOR THE PURPOSE OF PATENT (MOCEDURE 



STATEMENT IN THE CASE OF AM ORIGINAL DEPOSIT 
pursuant 10 Rule 6.1 



lo 

DEUTSCHE SAMMLUNG VON HiaOORGANlSMEN 
tMD ZELLKULTUIEN CafiM 
Meseneroder yes 1b 
D-33O0 Braunschweig 
Feoerxl Bepuol ic of Geraamy 



To be filled in by Depositary Authority 
DSM-Accassian nunoer : 
Date culture received : 



BACTERIA/FUNGI 1 

THE UNDERSIGNED MEREST DEPOSITS UNDER THE BUDAPEST TREATT THE MICROORGANISM, IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED III RULE 9.1 



1. 



IDENTIFICATION OF THE MICROORGANISM 



Identification reference- 5 : 

HFIF-D 

M5219 (G-pPLa-HFIF-67-12 ) 

Taxonomic designation 

Escherichia coli 



The culture to be deposited is : 
(X ) a pure culture 
{ ) a mixture of microorganisms 
(Mark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



t X» 



as according to original 
deDOSit application for DSM 1851 



pM before sterilisation : 
Sterilisation »in at 

pH after sterilisation: 
Oxygen relationship : 
( > aerobic 
< > microaerophilic 
( ) obligate anaerobic 
Specific gaseous requirements : 



Incubation tenpersture: 
Incubation tine: 
Short term storage at: 
Interval o« transfer: 



The OS* only accepts for deposit microorganisms which belong to haisra group I or II, according to DIN 58956 
(Beiblatt 1) Teil 1 Hedilimscne NikrcOiologie. ISBN 3-410-12028-9 and can be handled under the laboratory 
containment level LI or L2 according to -Richtlinien tun SehutJ vor Gefahren dureh in-vttro neukaitjinierte 

Nukleinsauren" (5. uberaroei tete Fassung BNFT) 

This for* may also be used if the undersigned converts into t deposit under the Budapest Treaty the deposit of • 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, with the s 
depositary institution either before (Rule 6.4(d)) or after tne eccuisition by that institution of the status of 
international depositary authority. 

Nasser symbols etc., given to the microorganism by the depositor. 

It is Stronly recommended that the taxenomic desingnation and/or scientific description (see under VII.) of the 
microorganism be indicated. 

Nark vith a cross if additional information is given on an attached sheet. 



Form 0SM-BP/1 -Baeteria/fixigi (first page) 0A«8 



in. memos fob imc tew sioua ■ l _J^ 

! 



IV. CONDITIONS FOR TESTING VIABILITY 



V. COMPONENTS OF MIXED CULTURES (WHEN APPLICABLE) 



Description of conoonents: 



MethoeKs) for checking presence of caffponents: 



* M«rk with • cross if *aai 1 1 oral infors»rion is given on «n attached sheet. 



Form DW-BP/1 Bacteria/f ingi (second page) 0488 



VI 



•tOPERTIES OAKCEHOUS TO HEALTH OR EJNIROWt-lTT 



Hazard group of «* .ieroor^i—.n— d .AW I. according to DIN 58 9* (Beibl.tt 1) Til I. 
MikroDiologit, ISM 3-410-12028-9: 



THE STRAIN HAS TO IE HANDLED UCER THE FOLLOWING LABORATORT CflNTAIMMENT LEVEL 1 : 
( ) L1 ( ) L2 

( ) U (II* 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( > TES ( X > HO 

( X) 5 

(if yes, ptt«se specify: > 



( x> tne undersigned is not Mit of sue* properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recombination (ree): 
sensitivities: 

resistances: 
modifications: 
restrictions: 
auxotropnies: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE DMA OF WHICH HAS BEEN CLONED INTO THE PIASMID: 



strain is genetically (amputated tte depositor oust take appropriate steps to prove any 
lie potential (see: ZKBS guidelines 3 or equivalent national guidelines.) 



3. If the str 

pTeasTspecTfy"iether"(wiTHOUT A DEFINITE ANSWER TO THESE OUESTI0NS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). 



1. THE SUBGENOMIC FRAGMENTS OF THE DMA DEFINETLT HAVE NO PATHOGENIC POTENTIAL. 

( ) TES 

2. THE SUBGENOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) TES 

IN THE LATTER CASE PLEASE NOTE: 



According to the regulations of the 2KBS* the OSM can only accept genetically stipulated, potentially 
pathogenic organisms for deposition t*»en a copy of the perent issued by the ZKBS (or by an equi- 
valent national Diological safety commission) for -or* on the organise* accompanies the deposition 
form 



1 The OSM only accepts tor Deposit ancroorganisms i*iieh belong to hazard group I or II, according to DIN 
58956 (Beiblatt 1) Teil 1, Medixinisefie Mikrobiologie. IS8N 3-410-12028-9 and can be handled under the 
laboratory containment level LI or L2 according to -Ricfttl inien lira SchuM vor Getahren Oureh in-vitro 
neJtaieinierte Nukleinsauren" (5. uoerardeitete Fassung BMFT ) 

* Hart with a cross if additional information is given on an attached sheet. 

6 ZKBS ■ lentrale Konmission fur Biologische Sicherheit (Central Commission for Biological safety) 



Form DSM-BP/1-Bacteria/Fungi (third page) 0488 



VII. SCIEVTIFIC OESOUPTIW 



7~ " t X > 5 



VIII. ADOITIOHU OATA 




IX. DEPOSITOR 



Biogen, Inc, 



Adare«: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



Signature 



] n< 



James F. Haley, 
Ivor R- Elrifi 
Attorneys for Biogen 
Fish & Neave 
875 Third Avenue 
New York, New -¥ork 10D2 



Hark Mith a cross if additional information it given on an attached sheet. 

It is strongly recommended that the scientific description and/or proposed twcnomic des.gnation (sec 1.) 

tTl 'I'TlrwTi a^oneltnfor-tion (other the information referred to in footnote * is given 

Tan a«.ched1he.t,7uch as the source of the .icroor»«,ia«. the n*me(s) and the •<*™"«> 
depositary institution(s) -ith yhich the microorganism has been deposited, or the criterion used -hen 
drafting the proposed taxonomic designation (The supplying of such information is optional ). 
The n«v of the depositor must be identical with the signature. 

in cZToT • legaTentity the signatures of two representatives, officially nominated by this entity, are 

u^rTtne signature is required on behalf of a legal entity, the tyce-ritten nameCS) of the natural 
person(s) signing on behalf of the legal entity should accompany the signature(s). 



Form OSM-BP/l-saeteria/fungi (fourth and last page) Otflo 



"To'* » PROCEDURE 

INTERNATIONAL FORM 



S^S-SiW- center 

Ca^ridge 

Massachusetts 

USA 02142 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOSE 
^"EPOS^RV AUTHORS 

a.„.ir..d ...»•»"•" °' """"" 




M5219 (G-pPIf^Iil^Hl 



DSM 1851 



, j . i .hove wm »ecomp»nied by: 
The m 1 crocr I am.m i a.nuf.«iun d «rI..bc». 

, , ! » .eientific description 

j J x \ ..propo.edt-onomicd-ijT,^ 

"_^^U m,croor g in,.m ident^d under I. 



j 1V .R E C El PT or REQUEST .ORCONVER^ _ _. 05 

i received by u on 



V. INTERNATIONAL OEPOSlTARVMm^ 



Name: 



AdreJt. 



or ol mthorued ofr.cial(»): 



M «ch«roder Wej 1 B 
D-3300 Br»un»eh«eij 




•BEC 'ITION OF THE DEPOSIT O* " " 

^ KORTHE PURPOSES OF PATENT PROCEDURE 

INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY ALTHORm 
identified th« bottom of thit page 



I. DEPOSITOR 



Name: 
Addre»s: 



Biogen Inc. 

14 , Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



„. IDENTIFICATION OF THE MICROORGANISM 

Accession numbtr liven by the 
INTERNATIONAL DEPOSITARY AUTHORITY 



DSM 18 51 

Date of the deposit or of the transfer 

1981-10-01 



1 



HI VIABILITY STATEMENT 



The v.ab.lity of the m.eroorg.ni.m identified under II .bov. was 
On that date, the ..id mieroorgamim 



tested on 199 0-11-29 



IV 



( X ) S viable 
( ) 3 no longer viable 

CONDITIONS UNDER WHICH 



THE VIABILITY TEST HAS BEEN PERFORMED* 



,V. INTERNATIONAL DEPOSITARY AUTHORITY 



N*m.< DSM DEUTSCHE SAMMLUNG VON 

M.KROORGANISMEN UND ZELLKULTUREN GmbH 



Sign»tur.(.) of persons) h.v.ng the power 
to represent the Internat.onal Depomary Authors 
or of authorised official(s): 



Addreti Mawheroder W.g I B 
D-3300 Braunschweig 



Date, 1991-10-28 



— — " I r K». been made, the mo.t recent relevant dale M:"> 

: ™ zitr^r..- - - — - * •••• - 



Form DSM-BP/9 (tole page) 



GESELLSCHAFT FUR BIOTECHNOLOGISCHE FORSCHUNG MBH 

DS M ■ G,.„ M cn,„a». 8 • P G.H^e-. G«™»r Tel. (OS SI) 39 38 22 1 39 38 23 

ACKNOWLEDGEMENT Of RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche 5anralung von Kikro- 
organismen. 

Nane and address ' «°GEN N.V. 

of depositor: 24 Handelskad 

Willemsted, 

Curacao, Netherland Antilles 
Identification reference of HFIF-E 

the microorganism used by K12flHI ( G- pPLa-HF I F -6 7 - 1 2 ) 

the depositor: 

Taxonomic designation of 

the microorganisa provi- Escherichia coli 

ded by the depositor: 



DSM accession nunber of 
the microorganism; 



DSM 1852 



Date of receipt of the June 5 y 1980 

viable microorganism: 

In adoption to the identification reference and the taxononic designation the depositorWaSf 
)pKovXu<^ / has not provided a scientific description of the microorganism. 

fx] The microorganism has been sent to the DSM directly by the depositor. 

□ The microorganism has been sent to the DSM on behair of the depositor by the following 
depository under the designation and accession number given: — 

As stated by the depositor the microoganism may be rendered accessible to any third party 
under the following conditions: 
j~~| uit'iout »ny rus".ci.iiv^r. 

m according to Rule 28 EPC and to the agreement between the European Patent Organisation 
L_J and the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

m according to the Swedish patent legislation and to the agreement between the Swedish 
l x l Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

Sin accordance with the "Declaration of Release" to be filed by the depositor with the 
DSM and the German Patent Orfice (at present Form P 2570) 

in accordance with a) Title 37, Code of Federal Regulations, section 1.14 (37.CTR 1.14) 
and Title 35, United States Code, section 122 (35 U.S.C. 122) of the united States or 
IT] America and b) without any restriction on availability to the public of the culture 
— upon granting of a united States patent wherein the deposited microorganism is part 

of the disclosure of the invention 
f"X| in accordance with the French patent law 

in accordance with the conditions as specified by the depositor, on enclosed separate 
sheet. 



□ 



Gbttingen, June 5,1980 , ^ -CQ&XUf 



OBUTBOC SAMMUJNG VON UIKROORGAMSMfiM- 



Plaee date aer Signature 

Owaatscnaft Kir Botachnoiogiscn* Fonchung mbH 
GftMbacnanoa 8 
D-3400 GOflmpgn 

G.itllacnatt «0r B.cM«n«o«v.«t« FoceJwnfl mbM. Muchwrooar Wwg t. 3300 Braunachwaig. TaU (OS 31) TO 08-1. Tala«: B-S»«7 

V 0 „ 1 uem>«r aM Au...cn.»...>: GwerO.istOhrer ^.TJL w . k_ EEr^S.^* 

M.n. D». Dr. F..a0..eft B.»eno" Ze ,ur» 9 ., Komo 21 781 (OLZ 270 304 00> HUB 477 



, ncM accession nmber: D S /^A I "1 

ACCCSSION TORI! for J us " o-ce-sion lwa « > «^ _ 

deposition of patent microorgnnisms Date culture received: J 

Ihe rucroorganiso mentioned below is to be deposited with the DSM on account or 
a patent application (to be) filed with 



The deposit is woe in accordance with Rule 28 EPC / with the Swedish patent legislation 
{delete, if not applicable) 

to ond address of depositor: g | £f fi{ A/. V. 

24- H^J«|skad 
U/.llems+eti 

ldsntirieation reference or the 

uucroorganisa given by the depo- l_J C"T C . £. 

sitor (strain number, symbols etc.): A _ , / — 

KI2AHI (6- P PL?t- HFir- - 47- 

Taxononic designation of the 
microorganism: £ ( 

A scientific description or the microorgtnism is attached on a separate sheet: 

YES Q NO g| 

The microorganism to be deposited is ^ 

. pure culture YTS g| NO □ 

a mixture of strains : YES 

In case of a mixed culture, pleaae give a concise description on a separate sheet-about the 

cocpaftents «nd esthods to csiemine their viability. 

Does the microorganism and/or ist metabolic products present any hazard for nan, animalc, 
plants or the environment: (if «ny, please specify on m separate sheet): 

YES Q KO K| 

hand an i't-.'ttta 

[3 The microorganism will be —*r to the DSH directly by the depositor. 

□ The microorganism will be sent to the DSi on behair of the depositor by 
the following depository under the designation and accession number -given: - 

The microorganism may be rendered accessible after receipt and deposition to any third party 
| | without any restriction 

m according to Rule 28 EPC and to the agreement between the European Patent Organisation 
D> and the DSM (Official Journal EPO i, 301-307, 1978) and/or 

f-n according to the Swedish patent legislation and to the agreement between the Swedish 
Lil Patent Orrice and the OSt'. (Svensk Patenttidning nr 12, 1979) 

Sin accordance with the -Declaration or Release" to be filed by the depositor with the. 
DSH and the German Patent Orfice (at present Form 2750) 

in accordance with a) Title 37, Code or Federal Regulations. Section 1.14 (37.CFR 1.14) 

and Title 35, united States Cod* section 122 (35 U.S.C. 122) or the United States or 

fyi] America and b) without any restrictions on the availability to the public of the culture 
upon granting or the united States patent wherein the deposited microorganism, is part.*. 
oT the disclosure of the invention 

jS in accordance with the French patent law 

□in accordance with the conditions as specified by the depositor on enclosed separate 
sheet. 

(Please mark what applies) 




FISH & N EAVL 

"875 THIRD AVENUE 
NEW YORK. N.Y. 10022-6250 
tclc>nonc ism ns-oooo 

TCLCX l».«3«7 
CABLC lDO*CU ri»»«JCAVC 

tclcco»ic». »i»-oe»* 



October 16, 1991 




MtCHMV* II Ull II 



POMII O » •« ■ 
•ABAittbC C 




i0«LMA* Miami* 
VICKI* VCCMO «*»•>■ » <W>lC>Ol 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 

Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 

Dear Sir: 

We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by _the 
depositor, are identified on the application forms. In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 



Please note that 
undergone a corporate name 
Biogen N.V., 24 Handelskad 
Antilles, to Biogen, Inc., 
Massachusetts, U.S.A. 0214 
has been duly registered a 
the Patent Office of each 
has been filed referencing 



the original depositor has 

and address change from 
, Willemsted, Curacao, Nether land 

14 Cambridge Center, Cambridge, 
2. This name and address change 
ccording to the national laws in 
country where a patent application 

these deposits. 



If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 



'Yours very truly^ 



James F. Haley, /J) 
Ivor R. Elrifi 
Attorneys for Biogen, Inc. 



' JFH/IRE : bb 
Enclosures 



recognition or tie deposit of nicxoorca s 

FOR THE PURPOSE OF PATENT PROCEDURE 



STATEMENT IN THE CASE OF AN ORIGINAL DEPOSIT 
puraant to Rule 6.1 



To 

DEUTSCHE SAMNUNG VON Ml OOORGAN I SPEN 
IBB ZEU.CJLTUREN Get* 
Hescfteroder weg lb 
D-J300 Braunschweig 
Feoeral Republic of Gcrnany 



To DC filled in by the On 


XX 1 t»ry Authority 


"pVcccss i on njiocr 




Date culture received 





BACTERIA /FUNGI 1 



THE UNDERSICMED HEREBY DEPOSITS UNDER THE BUDAPEST TIEATT THE NlCKWCANISH-IDEIfTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1 



I. IDENTIFICATION OF THE MICROORGANISM 


Identi ticetion reference' : 

HFIF-E 

K12AHI (G-pPLa-HFIF-67-12 ) 
Taxonomic designation 4 : 

Escherichia coli 


The culture to be deposited is : 
(X > a pure culture 
( ) a mixture of microorganisms 
(Nark with a cross where applicable) 


II. CONDITIONS FOR CULTIVATION 


(x r 


Mediun: 


pH before sterilisation : 


as according to original 
deposit application for 
DSM 1852 


Sterilisation ain at *C 

pM after sterilisation: 

Oxygen relationship : 

{ ) aerobic 

C ) aicroaerophi lie 

( ) obligate anaerobic 

Specific gaseous requirement! : 

Incubation temperature: *C 
Incubation tine: 

Short tern storage at: *C 
Interval of transfer: 



1 The DSM only accepts tor deposit microorganisms which belong to hazard group I or II, according to DIN 58956 
(Beiblatt 1) lei I 1, Medmniscne Nikrobiologie. ISBN J-410- 12028-9 and can be handled under the laboratory 
containwnt level LI or 12 according to "Ricntt inien run Schut2 vor Oefatiren durch in-vitro neukombinierte 
Nuklei maurerf (5. uberarbei tete Fas sung BMFT) 

2 This form »»y also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, xith the sane 
depositary institution either before (Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. 

5 Nuntjer, syaoots etc., given to the microorganism by the depositor. 

4 It is stronly reconmended that the taxonomic desingnation and/or scientific description (see under VII.) of the 
microorganism be indicated. 

5 Hark with a cross if additional information is given on an attached sheet. 

Form DSK-SP/1-Bacteria/Fungi (first page) 0488 



III. CONDITIONS FOR LONG TEW STQgACE 



IV. CONDITIONS FOR TEST INC VIABILITY 



V. COMPONENTS OF HUED CULTURES (WHEN APPLICABLE) 
Description of euuuunents : 



Hetnod(S) for cheeking presence of components: 



5 mark yitn * cross if •oditional information is given on «n at 



Form DW-BP/1 Bacterie/Fvngi (second page) 0488 



VI 



.(OPEtTIES DANSEIOLu TO HEALTH OS tWIWt" 



H. U rd groU> of m. -,cr 0 o^,™ i r— = u~r I. -o^r. to ... SB 9* f .. jbl .„ „ Tei, ,. ..d.z.n.scn, 
""Siologie. W 3-410- 1202B-9: 1 



THE STRAIN HAS TO BE HANDLED UNDER TKE FOLLOWING LABCRATORT CONTAINMENT LEVEL : 
( ) IT < > 12 



( > 13 < > U 



IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? 
(if yes, please specify:) 



) YES ( X > NO 

( X) 5 



(X J the 



infers igned is not aware of such properties 



IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 



1. PLEASE IMOICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic reconei nation <ree): 
sensitivities: 
resistances: 
modifications: 
restrictions: 
auxotropnies: 



2. DESIGNATION OF THE DONOR ORGANISES). THE DMA OF WHICH HAS BEEN CLONED INTO THE PIASMID: 



3 If the strain is genetically manipulated We depositor rust take V*™"'*" "«* t0 prove ,ny 

srtLs^^iS risus AN^ri^E^^'sisn * „ ro 

FOR DEPOSITION). 

1. THE SUBGENOMIC FRAGMENTS OF THE DNA DEFINETLT HAVE NO PATHOGENIC POTENTIAL. 
< ) TES 

2. THE SUBCENOMIC FRAGMENTS HAVE » PATHOGENIC POTENTIAL. 
( ) TES 

IN THE LATTER CASE PLEASE NOTE: 

| According to the regulator* of the 2«S° the DSM can only accept ^'^'"V ^.^^ 

pathogeny orgamsre for depos.t.on «nen . copy ot the per*, t .ssued by the KBS° lor by an equ 
valent nation.! P.ological safety c-mi.ss.on) for -or* on the orgasm acco.s-n.es the depos.t.on 



form 



1 



Th* DSM only accepts for deposit «.croorgan.sms which belong to haiard group I or II. according to DIN 
SB«6^Be7bI.« » "t I iT^ediz.niscne MUrobiolog.e. ISBN 3-410-12028-9 -id can be handled under the 
*2r.[o% contact level L1 or l2 accord.ng to -Richt I inien tun. Scnuw vor Gefahren durch ,n-v,tro 
neukontj.n.erte Nuk. I e i nsauren" (5. uoeraroeitete Fassung BMFT) 

Mark mth ■ cross if additional information is given on an attached sheet. ..... A . , 

«BS • i^r.^rilol.«.«n fur Biolog.sche Sicherti.it (Central C—ission for B.olog.cal safety) 



Form DSM-BP/1 -Bacteria/Fungi (third page) 0488 




VIII. ADOITlOaUu. DATA 




IX. DEPOSITOR 



Biogen, Inc. 



»dore*s: 14 Cambridge Center 

Cambridae, Massachusetts 

02142 



Jr. 



Signature: Z^S^st 

James F. Haley 
Ivor R. Elrifi 
Attorneys for Biogen, 
Fish & Neave 
875 Third Avenue 
New York, New Y-ork 10 



Date: 



In 



02 



rv..i; 



5 Mark with a crow if additional intonaation is given on an attached sheet. 

7 It is strongly recomenfled that the scientific description and/or proposed ta»onemic designation (see 
of the ■icroorganisn be indicated. . 

8 Mark with a cross if additional information (other than the infonaation referred to tn footnote 4 is given 
on an attached sheet, such as the source of the microorganism, the name(s> and the address(es) of any other 
depositary institutions) with which the mieroorganiam has been deposited, or the criterion used when 
drafting the proposed taxonomic designation CThe supplying of such infonaation is optional). 

9 The nane of the depositor oust be identical with the signature. 

in case of a legal entity the signatures of two representatives, officially nominated by this entity, ire 

Uhe^e r the signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should eccanpeny the signature(s). 



Form D»-BP/1-»«cteria/Fuigi (fourth and last page) 0488 



RECOGNITION OF THE DEPOSIT OF MICRi -A^ibMa 
FOR THE PURPOSES OF PATENT PROi. jURE 



INTERNATIONAL FORM 



nrrpn Tnc • 

DlwUClI 

14, Cambridge Center 
Cambridge 
Massachusetts 
USA 02142 


RECEIPT IN THE CASE OF AN ORICINAL DEPOSIT 
issued punuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of thi» page 


1 IDENTIFICATION OF THE MICROORGANISM 


Identification reference fiven by the DEPOSITOR 
HFIF-E 

K12AHI (G-pPLa-HFIF-67-12) 


Acceuion number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1852 


II SCIENTIFIC DESCRIPTION AND /OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above wa» accompanied by: 




| ( ) a icientific description 

| ( X ) a propoted taxonomic designation 




! (Mark with a crow where applicable) 




! III. RECEIPT AND ACCEPTANCE 


i Thi. International Depotitary Authority accepts this microorganism 
Ion 1981-10-01 (Date of original deposit) 1 


identified under I. above, which was received by it 


i IV. RECEIPT OF REQUEST FOR CONVERSION 



, m.croorgani.m .denied under I above was received by th» Internat.ona. Depositary Authority on 1980-06-05 
lt , of ongmal depo.it) and a request to convert the ong.n.l depos.t to a depo.it under the Budape.t Treaty wa. 



Th 
{date 
received by it on 



1991-10-2 4 (date of receipt of reque.t for conversion) 



V. INTERNATIONAL DEPOSITARY AUTHORITY 



Name: DSM -DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Adre.i: Mascheroder Weg 1 B 
D-3300 Braun.chweig 



Signature(i) of per»on(») having the power 

to represent the International Depo.itary Authority 

or of authorised official(s): 

Date: 1991"10-28 



1 Where Rule 6.4(d) applies, such date is the date on whic 
Form DSM-BP/« (sole page) 0291 



h the status of international depositary authority wa. acquired 



FOR THE PURPOSES OF PATENT PROCEDk 
INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM 


Nam.: Biogen Inc. 

14 , Cambridge Center 
Addr«.i: Cambridge 

Massachusetts 

USA 02142 


Acceuion number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1852 

Date of the depofit or of the transfer 1 : 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under 11 above wai teited on 1990-11-29 7 
On that date, the (aid microorganism wa« 


( X ) 3 viable 




( )' no longer viable 




IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM DEUTSCHE SAMMLUNG VON 

MIKROORG ANISMEN UND ZELLKULTUREN CmbH 

Addreis: Mascheroder W*g 1 B 
D-3300 Braunschweig 


Signature(s) of person(i) having the power 

to represent the International Depositary Authority 

or of authorised offici»l(»): 

Date: 1991-10-28 



1 Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most recent 

deposit or date of the transfer). 
1 In the cases referred to in Rule 10.2(a) (ii) and (iii), refer to the most recent viability test. 
3 Mark with a cross the applicable box. 

* Fill m if the information has been requested and if the results of the test were negative. 



Form DSM -BP/9 (sole page) 0787 



DSM DEUTSCHE SAMMLUNG N N MiKHUumaMmoiv.c.x 
' German Collection of Microorganisms 
GESELLSCHAFT FUR BIOTECHNOLOGISCHE FORSCHUNG MBH 

Tel. (05 51) 39 38 22/39 38 23 



DSM Gii»«6»CM»«»« « D-M00 GOtimgtn. Germany 



AfKNflUl FDGEHENT OF RECEIPT AND A CCEPTANCE 
The microorganism mentioned below has been deposited with the Deutsche Sammlung von Mikro- 



organismen. 



BICGF.N N.V. 



Name and address 

of depositor: 24 Handelskad 

Willemsted , 
Curacao, Netherland Antilles 

Identification reference of uc-TF r 

The USCd ^ S52i; (G-pPLa -HF IF-6 7-12A19 ) 

lh a e^roorg^?o«!l Escherichia coli 

ded by the depositor: 

DSM accession number of DSM 1853 

the microorganism: 

Date of receipt of the June 5, 1980 

viable microorganism: 

tion to the identification reference and the taxonomic designation the depositorXtt* 
;SThas not provided • scientific description of the microorganism. 

Q The microorganism has been sent to the DSM directly by the depositor. 

~ The microorganism has been sent to the DSn on behalf of the depositor by the following 

° depository under the designation and accession number given: 

As stated by the depositor the microbism may be rendered accessible to any third party 
under the following conditions: 
O without cny restrictions 

_ accordi ng to Rule 28 EPC and to the agreement between the European Patent Organisation 
9 ancT the DSM (Official Journal EPO 5, 301-307, 1978) and/or 

ffs according to the Swedish patent legislation and to the -greement between the Swedish 
® Patent Office and the DSM (Svensk Patenttidning nr 12, 1979) 

r, in accordance with the -Declaration of Release" to » B filed by the depositor with the 
® DSN and the German Patent Office (at present Form P 2570) 

i-nsrs: ssaks: ^ri£^sm^^ 

of the disclosure of the invention 
© in accordance with the French patent law 

^ in accordance with the conditions as specified by the depositor on enclosed separate 
O sheet. 

Gbttingen, June 5,1980 

—— DeUTSCHC SAMMLUWO VON MaKTOOWQAf . ature 

Place date d-f 



OaiatacnK fur BraacimaoQ'sena Fyscfmng mbH 
Gnsooachsnte 8 

0 3 rt QQ C a n i ng c»- 



G„.u,c 1. T.., »»> roos-i. » 

D..kk«««' Regi»i«'B enen '' 
M.n. D, Or. *..».» 6,«r*M Or. ^J^^,"^*' ^, mo M 79 , (B UZ 270 305 001 MM «" 



ACCESSION rO»l for . , KH iccession nuaoer: 

deposition of potent microorganisms Date culture received: £~ Z^' » ^ 1 • - 

The Bucrooroaniso mentioned below is to be deposited with the DSl on account of 
a pstent application (to be) Tiled with 

The deposit is aade in accordance with Rule 2B EPC / with the Swedish patent legislation 
(delete, if not applicable) 

Name and address of depositor: Q \Q & £ f4 M . \A 

24- Ha^clsLad 
u/illeivis-heci 

Cc/racao y rJc-Hier (and A^"H'' oS 

Identification reference of the 

microorganism given by the depo- LJ CT T ~ CZ 

sitor (strain number, symbols etc.): H r X r" ~* i . 

^ C6r - pPi-a- - HFJ F -fc7- 12 A I <?/ 

Taxonomjc designation of the 
microorganism: 

A scientific description or the microorganism is attached ori a separate sheet: 

YES Q NO 12 

The microorganism to be deposited is 

a pure culture YES *> □ 

a mixture of strains : YES Q NO 

In case of a mined culture, please give a concise descripUon on a separste sheet-about the 
components and methods to determine their viability. 

Does the microorganism and/ or ist metabolic products present any hazard for man, animals, 
plants or the environment: (if any, please specify on a separate sheet): 

Y£S □ fffl QSi . 

y\ The microorganism will be «at to the OSM directly by the depositor. 

□ The Microorganism will be sent to the DSH on behalf of the depositor by j 
the following depository under the designation and accession number given: • 

The microorganism nay be rendered accessible after receipt and deposition to any third party 
f~| without any restriction 

f-7) according to Rule 26 EPC and to the agreement between the European Patent Organisation 
PS» am) the OSM (Official Journal EPO b, 301-307, 197B) and/or 

trr\ according to the Swedish patent legislation and to the agreement between the Swedish 
QbJ Patent Orfice and the DSH (Svensk Patenttidning nr 12, 1979) 

ja 



in accordance with the "Declaration of Release" to be filed by the depositor with the 
DSH and the German Patent Office (at present form 27J0) 



in accordance with a) Title 37, Code of Federal Regulations. Section 1.14 (37.CFR 1.1«) 
and Title 35, United States Code section 122 (35 U.S.C. 122) of the United States of 
fZj America and b) without any restrictions on the availability to the public or the culture 
upon granting of the united States patent wherein the deposited microorganism is parts 
of the disclosure of the invention 



□ 



J2 i" accordance with the French patent law 

in accordance with the conditions as specified by the depositor on enclosed separate 
sneet. 

(Please mark what applies) 

P.T.O. 




FISH & NEAVE 

B75 THIRD AVENUE 
NEW YORK. N.Y. 10022-6250 
tui»honc isici yts-oeoo 

CABLE AOOKUl: nSMWCAVC 
TCLCCOVICO: yi»-0«»« 



October 16, 1991 




MMLCt MCAVC 




MINM4 M«tC«< 



VICIII «»iMCI 



Oft*** BO-illwM 

iO*rrr**, — — tr A 

CNHITDlNltj M*>M 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 

Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 

Dear Sir: 

We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by _the 
depositor, are identified on the application forms. In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 



Please note that 
undergone a corporate name 
Biogen N.V., 24 Handelskad 
Antilles, to Biogen, Inc., 
Massachusetts, U.S.A. 0214 
has been duly registered a 
the Patent Office of each 
has been filed referencing 



the original depositor has 

and address change from 
, Willemsted, Curacao, Nether land 

14 Cambridge Center, Cambridge, 
2. This name and address change 
ccording to the national laws in 
country where a patent application 

these deposits. 



If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 



'Youirs very truly^ 

Ja*es F. Haley, /J/ 
Ivor R. Elrifi ' 
Attorneys for Biogen, Inc. 



' JFH/IRE : bb 
Enclosures 



BUDAPEST TtEATT OM TK£ 1 VTEtlUT I OHAi. 
UC0OltT|0N OF T,K DEPOSIT OF Ml 90DKSAM I Pv. 
FOR THE PUIPOSE OF PATE If! PROCEDURE 



STATBCKT IN THE CASE OF AN ORIGINAL DEPOSIT 
pursuant to tut* 6.1 



To 

DEUTSCHE SANMliaC VON HinOORCANISNEM 
UNO ZELLQJLTUREN 0*t# 
Mescheroaer wrg 1b 
D-S300 Brsunscnweig 
Federal Republ ie of Germany 



To be filled in by tnc Die 


ositary Authority 


D9t-Acceasion njnr : 




Date culture received : 





BACTERIA/FUNGI 



THE UNDERSIGNED MEREST DEPOSITS UNDER THE BUDAPEST TREATT THE MICROORGANISM IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1 



I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference' : 

HFIF-F 

M5219 (G-pPLa-HFIF-67-12Al9) 

Tuononic des i gnat i on* : 

Escherichia coli 


The culture te be deposited is : 
(X) a pure culture 
( ) a mixture of microorganisms 
(Nark with • cross where applicable) 


11. CONDITIONS FOR CULTIVATION 


( X,5 


Medina: 

as according to original 
deposit application DSM 1853 


pM before sterilisation : 

Sterilisation min at *C 

pH after sterilisation: 

Oxygen relationship : 

( ) aerobic 

( ) mi croaeroph i 1 i c 

( ) obligate anaerobic 

Specific gaseous requirements : 

Incubation temperature: *C 
Incubation time: 

Short term storage at: *C 
Interval of transfer: 



The OS" only accepts tor deposit microorganisms trfiicn oelong to naiard group I or U. according to OIN 58956 
(Beiblatt 1) Teil 1, Meditimsche Mikrooiologie. ISBN 3-410- 120Z8-9 and can be handled under the laboratory 
containment level 11 or L2 according to "Ricntl inien rum Sehutz vor Gefahren our eh in-vitro neuxomBinierte 



Nukleinsauren" (5. uberareei tete Fassung BMFT) 
2 This form may also be used if the undersigned converts into a deposit under the Budapest Treaty the deposit o< a 

microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, with the same 

depositary institution either before (Rule 6.4(d)) or after the acquisition by that institution of the status of 

international depositary authority. 
' NLimer, symools etc., given to the microorganism by the depositor. 

4 It is stronly recommended that the taxonomie desingnation and/or scientific description (see under VII.) of the 
microorganism be indicated. 

5 Mart with a cross if additional information is given on an attached sheet. 



form DS«-BP/1-Bacteria/fingi (first page) 0484 



III. CM> IT IONS FOB LONG TEW STORAGE 



( X ) 




|V. COMPONENTS Of MIXED CULTURES (WHEN APPLICABLE) (X ' 

I 
I 

IDeseripticn of components: 



Hethod(s) for checking presence of components: 



^ Kar» mtn i cross if additional information is gi vert on an attached sheet. 



Form DSK-BP/1 Bactena/Fingi (second page) 0488 



VI 



. PROPERTIES DANGEROUS TO HEALTH OR ENVIRONMENT ' 



Haz.nl group of the .icroorv-niM..— 1 «tr I . .ceding to DIN 58 956 (B.ibl.tt 1) T.il 1. Mediiiniscn. 



. "i 

Nikresiologie, ISSN 3-610-12025-9: 



THE STRAIN HAS TO BE HANDLED UNDER TK£ FOLLOWING LABCtATCRT CONTAINMENT LEVEL 1 : 
( ) L1 C ) L2 

( > L3 ( ) W 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( ) TES < X > "° 

( X )^ 

(If ye*, please specify:) 



Cx ) ttie undersigned it not aaare of such proper-tie* 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INDICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recombination (rec): 
sensitivities: 

resistances: 
modifications: 
restrictions: 
auxotropnies: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE DMA OF WHICH HAS BEEN CLONED INTO THE PLASMIO: 



3. If the strain is genetically manipulated the depositor rust take appropriate steps to prove any 
patnogenic potential (see: ZJCBS guidelines 3 or equivalent national guidelines.) 

Please specify mether (WITHOUT A 0EF1NITE ANSWER TO THESE QUESTIONS THE ORGANISM CANNOT BE ACCEPTED 
FOR DEPOSITION). 

1. THE SUBGENCMIC FRAGMENTS OF THE ON* DEFINETLT HAVE NO PATHOGENIC POTENTIAL. 
C ) TES 

2. THE SUBGENCMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) TES 

IN THE LATTER CASE PLEASE NOTE : 



I aeeonaing to trie regulations of the 2CBS the DSM can only accept genetically «e»gipulated, potentially 
patnogenic organisms for deposition «nen a copy of the permit issued by the ZKBS (or py an equi- 
valent national oiotogical safety commission) for work on the organisms accompanies the deposition 

I form 

1 The DSM only accepts for deposit nicroorganisms i#iich pelong to hazard group I or II, according to OIN 
58956 (Beiblatt 1) Teil 1, Medilinische Mikrobiologie, ISBN 3-410-12028-9 and can be handled under the 
laboratory contairvwnt level LI or L2 according to "Riehtl imen lum Sehutz vor Gefahren durch in-vitro 
neuKoroinierte Nutleinsauren" (5. uberarpeitete Fassung BMFT) 

* hark with a cross if additional information is given on an attached sheet. 

6 ZKBS ■ Zentrale kommissi on fur Biologische Sichertieit (Central Commission for Biological safety) 



form DSM-BP/1-Baeterta/Fungi (third page) 0488 



X)' 



( ) e 



VII. SCIENTIFIC DESCXIJTIW 



VIII. AOOITIOMAL OAT* 




Biogen, Inc. Signature: 

James F. Haley, Jr. 
Ivor R. Elrifi 
Attorneys for Biogen, In< 

14 Cambridge Center „.,„ risn^.Neave^^ i 

Cambridge. Massachusetts ^ York _ New 10 ^ 2 

■ ^ ■ - / • ' I 



5 Hark with a cross if additional information is given on an attached sheet. 

7 It is strongly recommended that the scientific description and/or proposed taxenoaie Obsignation (see I.) 
of the microorganism De indicated. 

8 Mark with a cross if additional information (other than the information referred to in footnote i is given 
on an attacneo sheet, such as the source of the microorganism, the name(s) and the eddress(es) of any other 
depositary institutions) with which the microorganism has been deposited, or the criterion used when 
drafting tne proposed taaonomic designation (The supplying of such information is optional}. 

9 The name of the depositor must be identical with the signature. 

In case of * legal entity tne signatures of two representatives, officially nominated by this entity, are 
reouired. 

wnere tne signature is required on behalf of a legal entity, the typewritten name(s) of the natural 
person(s} signing on behalf of the legal entity should accompany tne signature(s). 



Form DW-BP/l-Baetena/fLngi (fourth and last page} 0468 



RECOGNITION OF THE DEPOSIT OF MICROOE ISMS 
FOR THE -PURPOSES OF PATENT PROCEDURE 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule T.l by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 

HFIF-F 

M5219 (G-pPLa-HFIF-67-12^19) 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY. 

DSM 1853 


II SCIENTIFIC DESCRIPTION AND/OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above was accompanied by: 




( ) a icientifie description 





( X ) a proposed taxonomic designation 
(Mark with a crosi where applicable) 



III. RECEIPT AND ACCEPTANCE 



This International Depositary Authority accept, this microorgam.m identified under I. above, which was received by it 
on 1981-10-01 (Date of original deposit) 1 



i IV RECEIPT OF REQUEST FOR CONVERSION 



' The m.croorgam.m identified under I above was received by it... International Depositary Authority on 1980-06-05 

; (date of original deposit) and a request to convert the origmal depo.>t to a d.pos.t under the Budapest Treaty was 

' rece.ved by it on 1991-10-24 (date of rece.pt of request for conversion). 

! V. INTERNATIONAL DEPOSITARY AUTHORITY 



Name. DSM -DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Adress: Maseheroder Weg 1 B 
D-3300 Braunschweig 



Signature(s) of penton(i) having the power 

to represent the International Depositary Authority 

or of authorised official(s): 



Sue- 



Date: 1991-10-28 



> Where Rule 6.4(d) applies, such date is the date on which .he .ta.u. of international depositary authority was acquired 
Form DSM -BP/4 (sole page) 0291 



COGNITION OF THE DEPOSIT OF MICROORGA" S 
FOR THE PURPOSES OF PATENT PROCEDURE 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 0214 2 


VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


11. IDENTIFICATION OF THE MICROORGANISM 


Name: Biogen Inc. 

14 , Cambridge Center 
Addr««: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1853 

Date of the deposit or of the transfer 1 : 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under II above was teited on 1990-11-29 2 
On that date, the »aid microorganiam wa» 


( X ) 3 viable 




( )* no longer viable 




IV CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV INTERNATIONAL DEPOSITARY AUTHORITY 


Sun.: DSM DEUTSCHE SAMMLUNC VON 

MIKROORGANISMEN UND ZELLKULTUREN CmbH 

Address Mascheroder Wef 1 B 
D-3300 Braunschweig 


Signature(e) of peraon(s) having the power 

to represent the International Depositary Authority 

or of authoriied official(s): 

Date: 1991-10-28 


1 Indicate the date of onginal deposit or. -here a new depos.t or a transfer ha. been made, the most recent relevant date (date ... the new 
deposit or date of the transfer). 

2 In the cue. referred to in Rule 10.1(a) (ii) and (iii), refer to the most recent viability te.t. 

3 Mark with a cross the applicable box. 

4 Fill in if the information has been requested and if the results of the test were negative. 



Form DSM-BP/9 (»ole page) 0787 



German Collection ol Mic. .iganisms 
GESELLSCHAFT FOR BIOTECHNOLOGISCHE FORSCHUNG MBH 

Tel. (05 51) 39 38 22 / 39 38 23 



OSM Gi.jeSienstrMieB • D-3400 GoU.ng.n. Germ»nr 



tritKnn FDGEMENT OF RECEIPT AND ACCEPTANCE 

The microorganism mentioned below has been deposited with the Deutsche Sammlung von Mikro- 
organismen. 

Name and address BIOGEN N . V . 

of depositor: £4 Handelskad 

Willemsted, 

Curacao, Netherland Antilles 

Identification reference of 

the microorganism used by HFIF-G 

the depositor: M5219 (G-pPlC-HFIF-67-8) 

Taxononic designation of 

the microorganism prowi- Escherichia coll 

ded by the depositor: 

DSM accession number ot D5ri 1854 

the microorganism: 

Date of receipt of the June 5, 1980 

viable microorganism: 

In addition to the identification reference and the t»*°"«" ic . d «i^!" de P ositorXHW 
SUSSmT^ not provided a scientific description of the microorganism. 

® The microorganisa has been sent to the DSM directly by the depositor. 

n The microorganism has been sent to the DSM on "half of the depositor by^the following 

° depository under the designation and accession number given. 

As stated by the depositor the microoganisra may be rendered accessible to any third party 
under the following conditions: 
O without any restrictions 

n according to Rule 28 EPC and to the agreement between the European Patent Organisation 
® JnTSJ Ml (Official Journal EPO 5 , 301-307, 1978) and/or 

ft according to the Swedish patent ^i^ion and to the agreement between the Swedxsh 
0 Patent Office and the DSM (Svensk Patenttadning nr 12, 1979) 

^ in accordance with the -Declaration of Release" to be filed by the depositor with the 
® DSM and the German Patent Office (at present Form P 2570) 

O) Africa ana b) without any restriction on availability to the public of the culture 
® u£n gracing of I united States patent wherein the deposited mxcroorganxs* is part 

of the disclosure of the invention 
® in accordance with the French patent law 

- in accordance with the conditions as specified by the depositor on enclosed separate 
O sheet. 

CSttingen, June 5,1980 ^ -G^Mi> 
DEUTSCHE SAMMUJLMQ VON IMKROORGAMtSMfiM- *~ 



J j a ^ e aer Signature 

3 QunMrnnfi fur Boiee>no»©oi»ene Forschung moH 

Grwwftw iumfVi 6 

D- 3400 Gotttngen 

« „„ m »H MucMWWWM 1 3300 BfJuniehwelfl. (05 31) 70 06-1. T.H.: 9-5 » 87 
Binkkonto' RegitI»f0»»*c M - 
vo.s.ti.na* oe. *vt..eht«.w 5" u«« R«X. Kula LOOUceke. Bxunschwg Am,» B «»efrt Zn~**C"~V 

M.n. D.f. O.. F.-anen B.senoii "| «,m u V7..ma 0 .' *<> n ' 0 » 78 ' < BLZ 270 ^ °°» HRB 



ACCESSION rOKf for . DSH accession number: DS M I i 

deposition or patent microorganisms Date culture received: 5" / 

The microorganism mentioned below is to be deposited uith the DSH on account of 
a patent application (to be) Tiled oitn 



The deposit is nade in accordance with Rule 28 EPC / with the Swedish patent legislation 
{delete, if not applicable) 

Wane and address or depositor: Q\OQ£"fJ fJ.\/. 

2A H«W-el 5 kad 
l>Jille«n5>+ccJ . . 

Curacao, jUc-fiiarlavicl A^I'^S 

Identification reference or the — 
microorganism given by the depo- H * I « — 

sitor (strain nu^r, symbol, etc.): M5z , q ( fr . p pL C - H ? I P - 67- 

Taxonomic designation or the r- i . 

microorganism: t. COli 

A scientific description of the microorganism is attached «> a separate sheet: 

YES □ NO (3 

The aicroorganism to be deposited is 

a pure culture YES J3 NO Q 

a mixture of strains : YES NO 

In caae of a nixed cult>ire, please give a concise description on a separate sheet- about the 
coaponsnu and aetnods ts deternine their viability. 

Doe* the Microorganism and/or ist metabolic products present any hazard for man, animals, 
plants or the environment: (if any, please specify on a separate sheet): 

VIS □ KO 

yH Ihe microorganism will be «eat to the DSH directly by the depositor. 
I | The microorganism will be sent to the DSH on behalf of the depositor by 
— the following depository under the designation and accession number y iven: • 

The microorganism may be rendered accessible after receipt and deposition to any third party 
I I without any restriction 

e-x according to Rule 28 EPC and to the agreement between the European Patent Organisation 
lal am) the DSM (Official Journal EPO i, 301-307, 1978) and/or 

E according to the Swedish petent legislation and to the agreement betseen the Swedish 
Patent Orfice and the DSM (Svensk Patenttidning nr 12, 1979) 

C7) in accordance with the "Declaration of Release- to be filed by the depositor with the 
P»J DSH and the Cermsn Patent Ofrice (at present Form 2750) 

in accordance with a) Title 37, Code or federal Regulations, Section 1.14 (37.CFR 1 14) 
and Title 35, united States Code section 122 (35 U.S.C. 122) or the United States of 
t&J *«erica and b) without any restrictions on the availability to the public or the culture 
upon granting or the United States patent wherein the deposited microorganism ia part.* 
of the disclosure of the invention 

J3 in accordance with the French patent law 

□in accordance with the conditions a= specified by the depositor on enclosed separate • 
sheet. 

(Please mark what applies) 



P.T.O 



CHMUII ^ 




FISH &. NEAVE 

875 THIRD AVENUE 
NEW YORK. N Y. 10022-6250 

TCLC'MONC. (in, 7IJ.OOOO 

CABLC «DB"U* ri»MMCAVC 
TtLCCOriCX: 1*1*1 ti»-o»»« 



October 16, 1991 



Deutsche Sammlung von Mikroorganismen 
Und Zellkulturen GmbH 
Mascheroder Weg lb 
D-3300 Braunschweig 
Federal Republic of Germany 




AiCMiMC 



nri IT" »■ mis 



LIKH« MOOMCU 



ok mm* + aoxTf h*o 
MOMTI «*ifc.OC» 

MAMIE* MMMlCMOl 



Biogen - B8/B8 CIP 

Deposits DSM 1791-1793; 1851-1854 



Dear Sir: 



We have enclosed seven (7) applications to convert 
the above-identified deposits already deposited at the DSM 
into deposits under the Budapest Treaty. The DSM designa- 
tions, as well as the strain designations given by _the 
depositor, are identified on the application forms. In 
addition, we enclose copies of the "Acknowledgement of 
Receipt and Acceptance" forms for these deposits and the 
"Accession Form for Deposit" for DSM 1851-1854, containing 
the media and culture requirements. Please send your debit 
note for these conversions to my attention. 

Please note that the original depositor has 
undergone a corporate name and address change from 
Biogen N.V., 24 Handelskad, Willemsted, Curacao, Netherland 
Antilles, to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hesitate to contact us. 



Thanks for your help. 



'Yours very trulyT^ 

^ iL, \) 



d^ 





ies F. Haley, /J/ 
Ivor R. Elrifi 
Attorneys for Biogen, 



Inc . 



' JFH/IRE : bb 
Enclosures 



BUDAPEST TREATY ON THE HfTtWATIOOi 
RECOGNITION OF TIC DEPOSIT OF NIOtOOUANISMS 
FOR TIC PURPOSE OF PATENT PROCEDURE 



STATEMENT IN THE CASE OF AN ORIGINAL DEPOSIT 
pursuant to Rule 6.1 



To 

DEUTSCHE SAMKLUNG VON MIOtOORSANISMEN 
UNO ZEUBULTUREN CntsH 
Haseneroder Weg lb 
0-3300 Brairnehweio 
Federal Republic of Germany 



To be filled in by the Depositary Autnerity 
OSM-Accession nuwr : 
Date culture received : 



BACTERIA/FUNGI 

THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM, IDENTIFIED HEREUNDER AND 
UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED IN RULE 9.1' 



1. IDENTIFICATION OF THE MICROORGANISM 



Identification reference^ : 

HFIF-G 

M5219 (G-pPLc-HFIF-67-8 ) 

Taxonoraic designation 4 : 

Escherichia coli 



The culture to be deposited is : 
(X) a pure culture 
( ) a mixture of microorganisms 
(Hark with a cross where applicable) 



II. CONDITIONS FOR CULTIVATION 



Hediim: 



as according to original 
deposit application DSM 1854 



pH before sterilisation : 
Sterilisation nin at 

pH after sterilisation: 
Oxygen relationship : 
( ) aerobic 
( ) microaercphi lie 
( } obligate anaerobic 
Specific gaseous requirements 



Incueation temperature: *C 
Incubation time: 

Short term storage at: *C 
Interval of transfer: 



1 The DSM only accepts tor aeposit microorganisms mien w long to hazard group 1 or II, according to OIN 58956 
(Betblatt 1> Teil 1, Medilimscne Mikrooiotogie. IS8N 3-410-12028-° and can be handled under the laboratory 
containment level ll or 12 according to "Rientt imen tun Schutl vor Gefahren durch in-vitro neukomninierte 
Nukleinsauren" (5. ubereroei tete Fassung BMFT) 

2 This form may also oe used if the unoersigned converts into • deposit under the Budapest Treaty the deposit of a 
microorganism that he or his predecessor in title has already deposited, outside the Budapest Treaty, «nth tne s 
depositary institution either before (Rule 6.4(d)) or after the acquisition by that institution of the status of 
international depositary authority. 

NumDer, symaols etc., given to the microorganism by the depositor. 
4 It is stronly recommended that the taxonomic destngnation and/ or scientific description (see under VII.) of the 
microorganism be indicated. 

Mark with a cross if additional information is given on an attached sheet. 



Form 0SM-BP/1-Bacteri»/Fungi (first page) 0488 



III. 



CtaOlTICNS FOR LONG TEW STORAGE 



(X ) 5 



IV. CONDITIONS FOR TEST INC VIABILITY 



V. COKPCNEKTS Of MIXED CULTURES (UHEN APPLICABLE) 
Description of eonconents: 



Hethod(s) for checking presence of components: 



Hart with a cross 



additional information is give" °" ,n »tt«enefl sheet. 



Form OSH-BP/1 Bacteria/F^ngi (second page) 04*8 



VI. PROPERTIES DANGEROUS TO HEALTH OR ENVItOoeNT 



Naiard B ro* of th. .ieroor^ni-.,"— d under [. according to DU 58 95. (B.ibl.rt 1) T.U 1. Aedixinisce I 
Mikrebiologie, ISBN 3-410-12028-9: j 



THE STRAIN HAS TO IE HANDLED UNDER THE FOLLOWING LABORATORY CONTAINMENT LEVEL 1 : 

( ) L1 < > U 

( ) 13 ( ) I* 

IS THIS STRAIN DANGEROUS TO HEALTH OR THE ENVIRONMENT ? ( > TES ( X > *° 

(if yes, please specify:) c x ' 



( X) the undersigned is not aware of such properties 

IF THE MICROORGANISM IS GENETICALLY MANIPULATED: 

1. PLEASE INOICATE ALL THE RELEVANT GENETIC PROPERTIES: 
general genetic recoraoi nation tree): 
sensitivities: 

resistances: 
modifications: 
restrictions: 
autotrophics: 

2. DESIGNATION OF THE DONOR ORGANISM(S). THE DMA OF WHICH MAS BEEN CLONED INTO THE PLASMIO: 



3. If the strain is genetically manipulated toe depositor aust take appropriate Steps to prove any 
pathogenic potential (see: ZKBS guidelines 3 or equivalent national guidelines.) 

Please specify -nether (WITHOUT A DEFINITE ANSWER TO THESE QUESTIONS THE ORGAN! SM CANNOT BE ACCEPTED 
FOR DEPOSITION). 

1. THE SUBGENQMIC FRAGMENTS OF THE DNA DEFINETLY HAVE HO PATHOGENIC POTENTIAL. 

( > YES 

2. THE SUBGEMOMIC FRAGMENTS HAVE A PATHOGENIC POTENTIAL. 
( ) YES 

IN THE LATTER CASE PLEASE NOTE : 



According to the regulations of the ZKBS 6 the DSM can only accept genetically manipulated, potentially 
oatnogenic organisms for oeposition men a copy of the permit issued by the ZKBS {or by an equi- 
valent national Dioiogical safety commission) tor work on the organisms accompanies the deposition 
form 



1 The DSM only accepts for oeoosit microorgani sms which belong to haxard group I or II , according to DIN 
58956 (Beiblatt 1) Teil 1, Hediziniscne Mikrobiologie, ISBN 3-410-12028-9 and can be handled under the 
laboratory containment level LI or L2 according to "Richtlinien ilbi SchutI vor Getanren aurcn in-vitro 
nevjccneimerte Nukleinsauren" (5. uberaroeitete Fassung S*FT ) 

' Mark *ith a cross if additional information is given on an attached sheet. 

6 ZKBS » Zentrale Kommission fur Biologiscne Sieherheit (Central Commission for Biological safety) 



Form DSM-BP/VBacteria/Fungi (third page) 0488 



VII. SCIENTIFIC DESCRIPTION' 



( X) 3 



VIII. ADDITIONAL DATA 



IX. DEPOSITOR 




Biogen, Inc. 



Adores*: 14 Cambridge Center 

Cambridge, Massachusetts 

02142 



Signature 



Date: 



James F. Haley, 
Ivor R . Elrifi 
Attorneys for Bioaen, 

Fish & Neave 
875 Third Avenue 
New York, New ¥ork 



Inc. 



10022 



Hark with a cross if additional information is given on an attached sheet. 

It is strongly recommended that the scientific description and/or proposed taxonenie designation (see I.) 
of the microorganism be indicated. 

Hark with a cross if additional information (other than the information referred to in footnote 4 is given 
on an attached sheet, such as the source of the microorganism, the name(s) and the address(es) of any other 
depositary insti tution(s) with which the microorganism has been deposited, or the criterion used when 
drafting the proposed taxonomie designation (The supplying of such information is optional). 
The name of the depositor must be identical with the signature. 

In case of a legal entity the signatures of two representatives, officially nominated by this entity, are 
required. 

Uhere the signature is reauired on behalf of a legal entity, the typewritten name(s) of the natural 
person(s) signing on behalf of the legal entity should acconpany the signature(s). 



Form D»-BP/1-Bacterie/Fix*gi (fourth and last page) 0488 



BUDAPEST TREATY uk int, in 
AECOCNITION OF THE DEPOSIT OF MICROOR ISMS 
FOR THE PURPOSES OF PATENT PROCEDCuE 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued punuant to Rule 7.1 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of thi» p»ge 



I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR 

HFIF-G 

M5219 (G-pPlc-HFIF-67-8) 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY 

DSM 1854 


II. SCIENTIFIC DESCRIPTION AND /OR TAXONOMIC DESIGNATION 


The microorganism identified under I. above wa» accompanied by: 




( ) a icientific description 

( X ) a propoied taxonomic designation 




(Mark with a cross where applicable) 




1 III. RECEIPT AND ACCEPTANCE 


1 This International Depositary Authority accepts this microorganism 
ion 1981-10-01 (Date of original deposit) 

! 


identified under I. above, which was received by it 



IV 



RECEIPT OF REQUEST FOR CONVERSION 



I The m.croorgani.m identified under I above was received by th„ .nternstional Depositary Authority on 1980-06-05 

i (date of ong.nal deposit) and a request to convert the ongms! d.pos.t to a d«po..t under the Bud.pe.t Treaty was 

i rece.v.d by .t on 1991-10-24 (date of receipt of r.que.t for conversion). 



V INTERNATIONAL DEPOSITARY AUTHORITY 



■■ Name. DSM -DEUTSCHE SAMMLUNG VON j 
I M1KROORGAN1SMEN UND ZELLKULTUREN GmbH | 



I Adresa: Mascheroder Weg 1 B 
| D-3300 Braunschweig 



Signature(s) of person(i) having the power 

to represent the International Depositary Authorn> 

or of authorised official(s): 



Date: 1991-10-28 



■ Where Rule 6.4(d) applies, .uch date is the date on -h.ch the «atu. cf mt.rn.tional depositary authority was acquired 
Form DSM-BP/4 (sole page) 0391 



COGNITION OF THE DEPOSIT OF MICR00RO 4S 
FOR THE PURPOSES OF PATENT PROCEDURt 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


VIABILITY STATEMENT 
issued pursuant to Rule 10.2 by the 
INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. DEPOSITOR 


II. IDENTIFICATION OF THE MICROORGANISM j 

1 


Nam.: Biogen Inc . 

14 , Cambridge Center 
Addrei.: Cambridge 

Massachusetts 

USA 02142 


Accession number given by the | 
INTERNATIONAL DEPOSITARY AUTHORITY i 

DSM 1854 | 

Date of the deposit or of the transfer 1 : 

1981-10-01 


III. VIABILITY STATEMENT 


The viability of the microorganism identified under II above was tested on 1990-03-27 2 
On that date, the said microorganism was 


( X ) 3 viable 

( )' no longer viable 




IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED 4 




IV INTERNATIONAL DEPOSITARY AUTHORITY 


Name DSM DEUTSCHE SAMMLUNG VON 

MIKROORG AN1SMEN UND ZELLKULTUREN GmbH 

Addren: Mascheroder Weg 1 B 
D-3300 Braunschweig 


Signature(s) of person(s) having the power 1 
to represent the International Depositary Authority 
or of authorised official(s): 

Date: 1991"10-28 



1 Indicate the date of original deposit or, where a new deposit or a transfer has been made, the most 

deposit or date of the transfer). 
: In the cases referred to in Rule 10.2(a) (ii) and (iii). refer to the most recent viability test. 

3 Mark with a cross the applicable box. 

4 Fill in if the information has been requested and if the result, of the test were negative. 



Form DSM-BP/9 (sole page) 0787 




DSM-Deutsche Sammlung 
von Mikroorganismen und 
Zellkulturen GmbH 



DSM ■ MasctieroderWeg lb • D-38124 Braunscnweig 

Fish & Neave 

Attn. Ivor R. Elrifi 

1251 Avenue of the Americas 

New York, NY 10020 

USA 



IhrZeichen/Yourref. UnserZeichen/Ourref. Tel. Datum/Date 



Deposit DSM 1854 - Eschericia coli HFIF-G M5219 (G-pPLc-HFIF-67-8) 
Dear Sirs, 

we herewith confirm that the strain 



has been deposited at the DSM under the number DSM 1854 bearing the 
above mentioned identification reference. By a typographical error 
made in DSM the capital L in the designation G-pPLc-HFIF-67-8 has 
been misprinted as a small 1. This is not correct. We regret this 
typographical mistake and send to you the newly filled in 
statements of receipt and acceptance in English and German stating 
the correct identification reference. 

Yours faithfully, 



0531/26 16- 



P 110 94/H 



254 



28.04. 1994 



Escherichia coli HFIF-G M5219 (G-pPLc-HFIF-67-8 ) 



DSM-Deutsche Sammlung von Mikro- 
organismen und Zellkulturen GmbH 





Dr. Vera Weihs 



Note: The old incorrect forms may be destroyed. 



Gescnattsfuhrer: 

Prot. Dr. Erko Stackeorandt 



AL*S'C-:s:a!SvcrSlt2?-'ae'- 



Bankkonten: 

NORO/LB Braunscnweig. Kto.-Nr. 2 039 220 (BLZ 250 500 00) 
SWIFT- NOLAOE 2H 

Postoank Hannover Kto.-Nr 1060 79-304 'BLZ 250 10030* 
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BUD AP ESTER VERTRAC OBER DIE INTERNATIONALE 
ANERKENNUNG DER HINTERLEGUNG VON MIKROORGANISMEN 
FUR DIE ZWECKE VON PATENTVERFAHREN 



INTERNATIONALES FORMBLATT 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 



EMPFANGSBESTATIGUNG BEI ERSTHINTERLEGUNG, 
auagestellt gemaB Regel 7.1 von der unten angegebenen 
INTERN ATIONALEN HINTERLEGUNG SSTELLE 



I. KENNZEICHNUNG DES MIKROORGANISMUS 



Vom HINTERLEGER sugeteiltes Beiugsseichen: 
HFIF-G M5219 (G-pPLc-HFIF-67-8 ) 



Von der INTERNATIONALEN HINTERLEGUNG SSTELLE 
tugeteilte EINGANGSNUMMER: 

DSM 1854 



II. WISSENSCHAFTLICHE BESCHREIBUNG UND/ODER VORGESCHLAGENE TAXONOMISCHE BEZEICHNUNG 



Mit dem unter I. beteichneten Mikroorganismus wurde 

( ) eine wissenschaftliche Beachreibung 

(X ) eine vorgeschlagene taxonomische Beseichnung 

eingereicht. 

(Zutreffendes ankreucen). 



III. EINGANG UND ANNAHME 



Die.e Internationale Hinterlegungsstelle nimmt den unter I beteichneten Mikroorganismus an, der bei ihr 
am 1981-10-01 (Datum der Ersthinterlegung) 1 eingegangen ist. 



IV. EINGANG DES ANTRAGS AUF UMW AND LUNG 



Der unter I beieichnete Mikroorganismua ist bei dieser Internationalen Hinterlegungsstelle am 1980-06-05 

eingegangen (Datum der Ersthinterlegung) und ein Antrag auf Umwandlung dieser Ersthinterlegung m eine H.nterlegung 

gemaB Budapester Vertrag ist am 1991-10"24 eingegangen (Datum de. Eingang. de. Antrag. auf Umwandlung). 



V. INTERNATIONALE HINTERLEGUNGSSTELLE 



Name: 



DSM -DEUTSCHE SAMMLUNG VON 
MIKROORGANISMEN UND ZELLKULTUREN GmbH 



Anschrift: Mascheroder Weg lb 

D-38124 Braunschweig 



Unterschrift(en) der sur Vertretung der internationalen 
Hinterlegungsstelle befugten Person(en) oder des (der) von 
ihr ermachtigten Bediensteten: 

Datum: 1994-04-28 



1 Falls Regel 6.4 Buchstabe d tutrifft, ist dies der Zeitpunkt, tu dem der Status einer internationalen Hinterlegungsstelle 

erworbcn worden ist. 
Formblatt DSM-BP/4 (einiige Seite) 12/93 



< 



BUDAPEST TREATY ON THE INTERNAT. AL 
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS 
FOR THE PURPOSES OF PATENT PROCEDURE 



INTERNATIONAL FORM 



Biogen Inc. 

14, Cambridge Center 

Cambridge 

Massachusetts 

USA 02142 


RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT 
issued pursuant to Rule 7.1 by the 

INTERNATIONAL DEPOSITARY AUTHORITY 
identified at the bottom of this page 


I. IDENTIFICATION OF THE MICROORGANISM 


Identification reference given by the DEPOSITOR: 

HFIF-G M5219 (G-pPLc-HFIF-67-8) 


Accession number given by the 
INTERNATIONAL DEPOSITARY AUTHORITY: 

DSM 1854 


II. SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DESIGNATION 


The microorganism identified under I. above was accompanied by: 




( ) a scientific description 

(X ) a proposed taxonomic designation 

(Mark with a cross where applicable). 




III. RECEIPT AND ACCEPTANCE 


This International Depositary Authority accepts the microorganism identified under I. above, which was received by 
it on 1981-10-01 (Date of the original deposit) 1 . 


IV. RECEIPT OF REQUEST FOR CONVERSION 


The microorganism identified under I above was received by this International Depositary Authority on 1980 — 06 — 05 
(date of original deposit) and a request to convert the original deposit to a deposit under the Budapest Treaty was 
received by it on 199 1 — 10 — 2 4 (date of receipt of request for conversion). 


V. INTERNATIONAL DEPOSITARY AUTHORITY 


Name: DSM- DEUTSCHE SAMMLUNG VON 

MIKROORGANISMEN UND ZELLKULTUREN GmbH 

Address: Mascheroder Weg lb 

D-38124 Braunschweig 


Signature(s) of person(s) having the power 

to represent the International Depositary Authority 

or of authorised official(s): 

- C<-^ ' ^ ) 
Date: 1994-04-28 



Where Rule 6.4 (d) applies, such date is the date on which the status of international depositary authority was acquired. 
Form DSM-BP/4 (sole page) 12/93 




BOA MO O* t*U<H[| •IWtMN'INS 



AMERICAN TYPE 



jjninci - ■Atuiuiavi !«*«•• 
AmaoCf •"tiiiiixvmki' »OCM>T 
»m.ritt- i«C««1T of »« •<•*■'*' C«»«« t ,t» 
*<~«.<C<n VOCM1V ID' M«rO»«Ot««» 



CULTURE COLLECTION 

February 27, 1981 



• 301-88 1 26C 

12301 P AR KLAWN DRIVE 
ROCKVILLE. MARYLAND 2085. 



James F. Haley, Jr., Esq. 

Attorney for Biogen N.V. 

c/o Fish & Neave 

277 Park Avenue 

New York, New York 10172 

Gentlemen: 



•w» received on February 26, 1981 4 denosit of culture of organisms 
we received on ,.r-Tf ei i^aut unr_u *nri Peehenetna CO 



Toentlf ied 



as £h™MTcnU H521 9 ( G-pPLa-HFI F-67-1 2AMI ) , HFIF-H. and Eschencma coh 
HB10l(p£3253-qHFIF-4), HFIF-I. 

These strain, have been assigned the ATCC number. 31824 and 31825, respectively. 



We understand that these organisms are being deposited in the American Type Culture 
Collection (ATCC) in connection with the filing of an application for a^ patent. 

We further understand that the deposit of these cultures does not grant to ATCC 
during the effective term of the patent anticipated a license, either expressed or iap-_ 
to infringe the patent, and our relea.se of these cultures to others does not grant them 
a license, either expressed or implied, to infringe the patent. 

We further understand that if these cultures should die or be destroyed during the 
effective life of the patent it shall be your responsibility to replace them with living 
cultures of the same organ 1 ma. 

We agree in consideration for a one-time service charge, not to distribute these 
cultures or any information relating thereto or to their deposits until such time as 
a patent has been issued disclosing the above deposits except in accordance with a U.S. 
Patent Office Rule of Practice, Rule 14, or until you authorize us to make these strains 
available. After a patent is issued and we are so Informed the cultures will be made 
available for distribution to the public. The ATCC agrees to maintain the cultures 
for a period of 30 years from the deposit date. Non-payment of the service charge with- 
in 90 days of the deposit date relieves the ATCC from the above provisions. 

Payment in the amount of $1 ,140.00 
received. Thank you. 



Sincerely yours, 
By; (Mrs.*) Bobbie A. Brandon 



Alt independent toi-roT" orremiflio* incorporated im W *lt\tr<T to* . D C. end devoted to the 
IM t u irmtion of referenet outturn end their Jittnbuiion to the tetennficcomrmtmtv 



<A -RICAN TYPE CULTURE CO"ECTiu> 
12301 tekU« arl». • *oc*vlU.. Maryland 20852 • » 8El 2600 

Data shset te b* etzfUud 6y c*?o*iton te the 

COLLECTION OF BACTERIA . 



£2. 



Scientific nane of organisa 
Strain d.siCBatlens oth.r th« ATCC nwb.r 



HFIF-H 



3. I, -.hi. ««• tw "rain of this or K ani.» (.« r.~r». .id.)1 



NO 



If cm. "rain h« d,.l P «.d in th. Ut.ratur* a. th. typ. 

strain. pleas, eite rsf.rene.: 



0e net urit-t i" s/«vj aor 

Aees.iica dat. ' / 
Sat* recelwd >^ 



ae add.-... of d.po.itor: ?i°l? n 4 . K ^- , 

15 Pxetennaai. 

Curacao, Netherlands Antilles 



6. Isolat.d 07 
from 



data 



7. If you did not l.o^t. this strain. Indie**, ft*. vh« 7« ~e«iv.d «* 
jjjCC — depositor — 



Htu« Jar deposit: 
Requested by 
H«v taxaa: Sp«ei.s 



11. 



12. 



Sub«p«ei«» 



Produces ta« antlbiotie 
Production of ' 
9. Maintenance 



Assay of 

Other 



Patent 



inHisn: Broth or b actotryptone 

Kcdiua (attach forsula) ■ ' 



Ttapcrntur* 



28*C 



_ lb Broth supplemented w ith 50 *g/zal Kanamyc 



10. a) Dors thi. orsnnis* tvrri**: rre*x. dryi««l 
b) *eeaaa«nd.d aotnod for loo«-*.r* pr»o«rr«tic 

• t« o /«1 \i 



Yes 



TraoilacT 



Yes 



(poorly) 



hRaMM a««od for loo«-*«r* pminw"- -80 *C 

Freeze drying or LB Broth/glycerol or DMSO at bo c 

NO if .0. voull you classify It « class 2, 3 



If so. vould yo« classify It « class 2, 3, or H 
(sm r«T.r». sid. for d«.eription of elass.s) 



Is this strain. xoopatUoc«nie? 

' b> iould ro! r.«— nd that tbl. .train b. »d. .**ilabl. to any quallfl.d 
c, r.£': h 'nt r I JTI^l- of this .train, 

13. Pleas, sttaea a eocpl.t. description of this strain unl... d..e.-iption is *~n in -c-panyin, 

reprint. 

Ik. ft.fer.nc (?Uas. .nclos. ~o (2) of tack prtinm r^rint. if a«r£K*U): 



15. C«=«nts: 

Do not heat above 28*C. 

ATM Tors 1-1 (19T1) 

. ... _. „ 




Sienatur. of tepaj/tor 

Attorney for Biogen N.V. 



A.N.-.U.CAN TYPE CULTURE COL CTION 
12301 F.rU.w ' ^krlll., Maryland 20652 • 301 Ml 2*00 

Oata :i*ct to i« cpwpUtac* iy expositors to Ou» 
COLLECTION OF BACTERIA 



1. Scientific niat or orrt-.isn — r 1 J 

HTIF" I 

2. Strain designations other than nuaber . 

Is tai* the type itrain of this or S wii« (aee reverse side)? . 



U. 



If this strain he. been desi^ated la the literature a. tbe typo 
r.rui, please cite rsTersnee: 



fie not jritM in Viit ic. 

Accession date "^/^ ' 
Date received 



sd addr... of depositor: Biogen N.V. 

15 Pietennaai 

Curacao, Netherlands Antilles 



6. Isolated by ■ ■ 

data 

fi — 



if you did not isolate this itrnia. ladle**, fro- who. you r.eii»td It: 

tSZZ depositor * 

Reason for deposit: 
Requested by ATCC 



Rev luen: Species Subspecies 



Produces the antibiotic 
Production of r 
Maintenance: 



Assay of - 

_ . Patent 



intcasnc.: , , LB Bro th or baetotrvptone __; ! 

Medium (attach forsula) 

LB Broth supplemented with lOO/nq /ml carben 

T .«pere*ur. . « ^ fnd^Or^O £g/£ ^JU^JiSSri^ 

10. a) Does this orst-iisa surviv.: Tr^te drying! XSS Treeting- if 

b) Recoosended osthod far long-term preservation: Pfl«r 

Freeze drying or LB Broth/glycerol or DMSO at -80 C 



r Is this strain toopethogsnle! NO If ,o. would you classify it a. dan. 2. 3. or .! 

1.. it tn»s strain y r { ^ re vers, tide for descriptlea of elasaea) 

b) would you reeon—nd that this strain be a>ade available to any quail fi.d 
investigator, regardless of bis location! 

c) If not. vbnt limits vould you place on the distribution, of thin strain. 

13. Pl.aae attach a eo=plete description of tfeta ttraia unless description 1. give* la acecopanylng 

reprint. 

1W. References {?tsose enclose two (2) of aneA oertuiant reprint, if cawiXaaU) : 



15. Consents: 



Signature of U-posivurf 

*tc= rom i-B (1971) Atoc/rney for Biogen' N. 




_ 3. 



iticc •oawo- 
jo— i 

•o«r«rc -o^w- 
tote* .«A <r«a o» 

w CO-*"©**' 1 -** 

DAVID J hCC 




E »~Ul.«»A*i 



FISH 6V NEA\ 

B>5 THIRD AVENUE 
NEW YORK. N Y. 10022-6250 
tclc»honc izici ris-ocoo 

TCLC* '«-MO» 
CAtlC aOD*CSS ri»«NI*vt 



October 16, 1991 



II59-IVJO 



Mrs. Bobbie Brandon 
American Type Culture Collection 
12301 Parklawn Drive 
Rockville, MD 20852 
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Biogen - B8/B8 CIP ^ 
Deposits identified as ATCC 31824 and ATCC 31825 

Dear Mrs. Brandon: 

We have enclosed two (2) requests for conversion 
of the above-identified deposits to meet the requirements of 
the Budapest Treaty. The ATCC designations, as well as the 
strain designations given by the depositor, are identified 
on the reouest forms. In addition, we enclose copies of the 
letter of 'receipt of these deposits and of the original 
deposit applications containing the media and culture 
requirements . 

Please note that the original depositor has 
undergone a corporate name and address change, from 
Biogen N.V., 15 Pietermaai, Curacao, Netherlands Antilles, 
to Biogen, Inc., 14 Cambridge Center, Cambridge, 
Massachusetts, U.S.A. 02142. This name and address change 
has been duly registered according to the national laws in 
the Patent Office of each country where a patent application 
has been filed referencing these deposits. 

If you have any questions or require further 
information, please do not hestiate to contact us. 

Thanks for your help. 

Yeuxs very truly, 

Jam^s F. Haley, Jr. 

Ivor R. Elrifi 

Attorneys for Biogen, Inc. 



JFH/IRE : bb 
Enclosures 



/^jTierican Type Culture Collection 

ParUam Drive • RoeSTfJIe. MD 20152 L'SA • Ttkpboix: (MIWMMO Tcltt: IH4SS ATCC NOR TH 



TO DEPOSIT OR TO CONVERT A DEPOSIT TO MEET THE REQUIREMENTS OF 
BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF THE 
DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 



Escherichia col i M5219 

* I . Name of deposit (microorganism, cell, seed, plasmid, etc.) ^=I=ZZ=— =Z=Z 

{ G-DPLA-HFIF-67-12AMI ) 



HFI F— H 

2. Strain designation given by the depositor (number, symbols, etc.) 



3. Is this an original deposit under the Budapest Treaty? 



«. Is this a request for a conversion of a deposit already at the ATCC to meet the require menu of the Budapest 
Treaty? (If so, indicate ATCC designation.) Yes, ATCC 31824 



No 

5. Is this deposit a mixture of microorganisms or cells? 



6. Details and conditions necessary for the cultivation of the strain, for its storage and for testing its viability and 
also, where a mixture of microorganisms is deposited, descriptions of the components of the mixture and at least 
one of the methods permitting the checking of their presence. 

see attached sheets 



An indication of the properties of the strain which are or may be dangerous to health or the environment, or an 
indication that the depositor is not aware of such properties. Depositor is not aware of any 

properties of the strain which are or may be dangerous to health or 



environment . 



•8. It is recommended that sufficient description be provided to allow the ATCC to confirm that the strain deposited 
generally conforms to that which the depositor sutes is being deposited (i.e.. Gram negative rod). 



a. For cell culture deposits please complete. Is the cell being cultured in the presence of antibiotics 
(if so list the antibiotics) 



b. For hybridoma deposits please complete. Wbat is the isotype of antibody produced? 



•9. Is this strain zoopathogenic? 



No 



phytopathogenic? 

Yes 



No 



10. Does this strain contain plasmids relevant to the patent process? 

If so, *hai physical containment level is required for experiments as described in the National Institutes of Health 
Guidelines involving Recombinant DNA Molecules (i.e.. PI. P2, P3 and P4 facility)? PI 

•Tbe answers to these questions are recommended but not required. 



•FOR ATCC USE ONLY- 



ATCC DESIGNATION 



DATE CULTURE RECEIVED 



DATE VIABILITY TEST COMPLETED 



Form BP/ 1 (Pigt l of 2) 




/.jmerican Type Culture Collection 

I1M1 Parfcli— Dmt • Rotable. MD 20IS2 USA • Telephone: (MIIUMMO Teles: MI-05S ATCC NORTH 



TO DEPOSIT OR TO CONVERT A DEPOSIT TO MEET THE REQUIREMENTS OF 
BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF THE 
DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 

Escherichia coli 

Name of deposit (microorganism, cell, seed, plasmid. etc.) ——Z—Z - __— — 

HB101 (p[ 325]-qHFIF-4) 



HFIF-I 

2. Strain designation given by the depositor (number, symbols, etc.) 



3. Is this an original deposit under the Budapest Treaty? 

4. Is this a request for a conversion of a deposit already at the ATCC to meet the requirements of the Budapest 
Treaty? (If so. indicate ATCC designation.) Yes, ATCC 31825 



No 

5 Is this deposit a mixture of microorganisms or cells? _____ 



6 Details and conditions necessary for the cultivation of the strain, for its storage and for testing its viability and 
also, where a mixture of microorganisms is deposited, descriptions of the components of the mixture and at least 
one of the methods permitting the checking of their presence. 

see attached sheets 



7 An indication of the properties of the strain which are or may be dangerous to health or the environment, or an 
indication that the depositor is not aware of such properties. Depositor is not aware of any 

properties of the strain which are or may be dangerous to health or 
the environment. 

'8. It is recommended that sufficient description be provided to allow the ATCC to confirm that the strain deposited 
generally conforms to that which the depositor states is being deposited (i.e.. Gram negative rod). 



a. For cell culture deposits please complete. Is the cell being cultured is the presence of antibiotics 
(if so list the antibiotics) 



b. For hybridoma deposits please complete. Wbat is the isotype of antibody produced*] 

spatho 

Yes 



•9. Is this strain zoopathogenic? £_ phytopathogenic? L__ 



10 Does this strain contain plasmids relevant to the patent process*! 



If so, what physical containment level is required for experiments as described ia the National Institutes of Health 
Guidelines involving Recombinant DNA Molecules (i.e.. PI, P2, P3 and P4 facility)? p l 



•The answers to these questions are recommended but not required. 

FOR ATCC USE ONLY - 



ATCC DESIGNATION 



DATE CULTURE RECEIVED 



DATE VIABILITY TEST COMPLETED 



Form BP/ 1 (P*ft I of I) 



Dm** Ridrilk. MD' WD USA • Ithfk.m, (MI)UI-SSM Trtn..*WS5 ATCCSORTH • FAX: Ml.TW-IST 



BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF 
E DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 



INTERNA TIONAL FORM 




To: (Name and Address of Depositor or Attorney) 

James F. Haley, Jr., Ivor R. Elrifi 
Fish & Neave 
875 Third Avenue 
New York, NY 1 0022 

Deposited on Behalf of: Biogen, Inc. (Docket B8/B8 C 1P) 

Identification Reference by Depositor: ATCC Designation 

Escherichia coli M5219 (G-pPLA-HFIF-67-1 2deltaMI), HFIF-H 31824 
Escherichia coli HB101 (p[325]-qHFIF-4), HFIF-I 31825 

The deposits were accompanied by: a scientific description X a proposed taxonomic 

description indicated above. 

The deposits were received February 26. 1 981 by this International Depository Authority and 
have been accepted. A request to convert the deposits to a deposit under the Budapest Treaty 
was received on October 23, 1991. _ 

AT YOUR REQUEST: 

X We will inform you of requests for the strains for 30 years. 

The strains will be made available if a patent office signatory to the Budapest Treaty certifies 
one's right to receive, or if a U.S. Patent is issued citing the strains. 

If the cultures should die or be destroyed during the effective term of the deposit, it shall be 
your responsibility to replace them with living cultures of the same. 

The strains will be maintained for a period of at least 30 years after the date of deposit, and for 
a period of at least five years after the most recent request for a sample. The United States 
and many other countries are signatory to the Budapest Treaty. 

The viability of the cultures cited above was tested October 25. 1 991 . On that date, the 
cultures were viable. 

International Depository Authority: American Type Culture Collection, Rockville, Md. 20852 USA . 
Signature of person having authority to represent ATCC: 




Date: October 28. 1991 



Bobbie A. Brandon, Head, ATCC Patent Depository 



American Type Culture Collection 



12301 Pirkliwn Drive • Rockvillt. MD 20852 ISA • Telephone (301)231-5520 Tele»: 898-05S ATCCNORTH • FAX: 301-770.258: 



BUDAPEST TREATY ON THE INTERNATIONAL RECOGNITION OF 
THE DEPOSIT OF MICROORGANISMS FOR THE PURPOSES OF PATENT PROCEDURE 

INTERS A TIONA L FORM 

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT ISSUED PURSUANT TO RULE 7.3 
AND VIABILITY STATEMENT ISSUED PURSUANT TO RULE 10.2 

To: (Name and Address of Depositor or Attorney) 

James F. Haley, Jr., Ivor R. Elrifi 
Fish & Neave 
875 Third Avenue 
New York, NY 10022 

Deposited on Behalf of: Biogen, Inc. (Docket B8/B8 C 1P) 

Identification Reference by Depositor: ATCC Designation 

Escherichia coli M5219 (G-pPLa-HFIF-67-1 2AMI) 31824 
Escherichia coli HB101 (p[325]-gHFIF4) 31825 

The deposits were accompanied by: a scientific description _X_ a proposed taxonomic description 

indicated above. 

The deposits were received February 26. 1981 by this International Depository Authority and have 
been accepted. A request to convert the deposits to deposits under the Budapest Treaty was received 
on October 23, 1991. 

AT YOUR REQUEST: 

X We will inform you of requests for the strains for 30 years. 

The strains will be made available if a patent office signatory to the Budapest Treaty certifies one's 
right to receive, or if a U.S. Patent is issued citing the strains. 

If the cultures should die or be destroyed during the effective term of the deposit, it shall be your 
responsibility to replace them with living cultures of the same. 

The strains will be maintained for a period of at least 30 years after the date of deposit, and for a 
period of at least five years after the most recent request for a sample. The United States and many 
other countries are signatory to the Budapest Treaty. 

The viability of the cultures cited above was tested October 25. 1991 . On that date, the cultures were 
viable. 

International Depository Authority: American Type Culture Collection, Rockville, Md. 20852 USA 

Signature of person having authority to represent ATCC: 

ffo^&AJL ■ /KiC^SU^ Date: Mav 6. 1994 

Bobbie A. Brandon, Head. ATCC Patent Depository 



